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1(7)1^7 5/*, *;V5^7^i, Ci-C6 07MWW-)l'75;4, Ci 
-Ce W7;W^y*J^-;V7^I> C 1 ~C 6©7J^W^*-^75 /'I, is 
.fctfg&StLT^r & iv^7'J -;vx;v*-;V7 5 if^ibjtifti*: l ~ 51B<E>«& 
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T^v-ut m&fo<n v^T tt * i> 4 *l <b <d{£M<d itm t f± -7 -fe 5 
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^-XftLtli, AJ-9677m YM-178m £ fettN-5984ft ^fl^ffc *t* 0 

(i) f±M l^^iSW^git^w s tHo «0j§^% ( 



[0 0 4 6] 

Aft 

[0 0 4 7] 

Mb 5] 




(5) 
[0 0 4 8] 
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^-v : 10/ 



#IflWu (5) (5£tU R\ R 2 *3=ttFntttfffB^|W|C)-C^$tL^, Ifv^nys 

(6) YMiCl^iWBrtfEi-o X(iffiB^[WI C) t?ffeStL4 

^nfff^lf&tefcRfSS-frT, — «5£ (1) (:&>K R\ is i tfXliftriBKEI C) t?^ 

ftTi ^{i^^TtC^T^tL^o ^aSfc^a&fcfflv^SS-^fcti. T^Mt^ F V ^A. 7X 
IMb^ -J^A, #t@|7jc«f- 1 V ? A N ^g?7KSt# U * A> b V ^A, UfA 

, N, N, N-f h7^f^xfV>^7r/, y'7ft'y^n [5. 4. 0] - 7 - V 
yr^y, 9 JT*f£ 9 sjru [4. 3. 0] -5-S*>* fc^? r^f^-^-^ £ 7ttt^> 

, f F^/fiVT^^-yAynU*, t h 77*f ;V7> : E- , 7 A 3- v F\ ^7y';H 
ijxW/t-yA/n? JHfc y * A % 3 ^-fbU f"7 A, 3^jtth'J^A, J| 
fbflV^A, 3<?ft*'J^A, M-bv^A, 3 ^7ft^ y ■) A ^ t^fflif lilJ ti 

, 1?!)x.i£T-b F h^x.^ y-te h-h'J;K T F 9 Fn7 5 

v^nn^^^, N, N-y7f;^tJVA75 y^f ;v^;V*^y N->f;V- 
2-tfniJ K>4if**fflv>fctLa 0 R{£{±0~1 5 0 MRyiKil^ o 
[0 0 4 9] 

[0 0 5 0] 
lit 6] 




[0 0 5 1 ] 

«@{±. — «fc53C (7) P 2 te#;v#^>;i^<7M£fi*£Si^ n»±nreKH£) 

tU^-?>^y7n7?>ii#t:, (6) (3**, Xis J: OT 1 fitfriBKH £) t? 

t6S*La^nffsBm$#fcRl&$*T % — *t3* (8) (g^*, P 2 ^ n is J; OTiitulS ^ IWJ C 

a, 7xm-ft:* 'j^a, ^m7jc«± f'j^a, ^mTjc^Tj u ^a n h'j^A, #tm# 

'J* A, Rm-tv^A^if^it^^, F'jifjV7<7, y^fyynif;i/xf;i/7 5 
N, N, N, N-rF7^f;Vifl/>v7r7, y7f H"y7n [5. 4. 0] - 
7 - >y > y-tr >\ vT-iftf->^n [4. 3. 0] -5-7^>> *^7rt'7^^i/: 
tt ^ > * v zfu if ;v ^ r - V y & § £ o *RJS twftfc j|E * ffl # 

£-^{4. fF77f^77t^7A7DU\ Tf77fJV7> ; E- l )A3-y , F\ 
y'jVFiJxf jV7 7^^^7A7'n5 F, M'Jf ->A, s-Mfcyy-j/A. 3^^fk^hU^ 
A, *4b77'J'7A N 3«^^*U^A, M-by^A, 3 "Mfc-fe -> ^ A & fc'Offilf Sl^R 

2005-3028345 
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^-v : 11/ 



m«itf7*b^ x.?y-;K T-th-hU^ rh7tKn77> 

[0 0 5 2] 

#XSW\ (8) + > P 2 > niSiTOimiB^IWIC) t«$^t % >7D75 

K»«#o2ftT5y3g*«KLT, (9) a**, pm±t5 /m^im^m-r 

^ > v ;v * * v * ;v HJ-7/u*n7-te*- t^fc-e § > * tL Wir£n o 

8) ?K niJitnLiiffliB^rao ?s^^->^7nfi#i:> v-t- 
*v#;v*—;v»-e&&«HN -JRsS: (8) (5^ p 2 > ni3 iifxtiltjia^wic) -e« 

!:#T?i4o P 1 i»l>'J7^n7Wi^aR (8) 
P 2 > niSilFXtiTtuKKlWIC) fS$«ey^75 KlIHifl^ 

tat), fctf*T?£*o 
[0 0 5 3] 

(9) os:*, p 2 > p 1 , nisi^xiittria^iwic) -c^^ev^n 

Vffltfr(D*JUtf* ;> sfr&<D&m&'?*>ZV**. do) (5£<K P 

P 2 <75l^*i±^n077S^J:oT*M-ei^o P 2 75U--/-f-;V*-J* 

VV2*mktmWLTV*:~t>2* <0®.fr&t>^\' £ 2> J}&X, #B & - ^ ^ * 

[0 0 5 4] 

#IDBtt. (10) (^4-. P 1 . n^itntt^rsa^rat) ««H->^n7 

5 KftS#^ R'R'NH O&tU R\ R 2 fiTt&KKIWJ O mW7?^t 
«Tt7 5 MkLT, (l l) (:£*> R 1 ^ R 2 - P 1 * nfcitfXttmfflfcrat) 

x«mztiztmm4tm<D¥i<<?uT< K8ts#*»irt*x*rc**o mii^t^ f 

'fbSJEB^ffl'&M ^ LT{±, yy^nA^y;v*;v^^f5F (DCC) > 3 -J--^;V- 1 
_ (3-yVfjv7 5/7'nif;v) *;v^K5Kfti (EDCI) > y^^H5^ 
vru-^A^n^W K (DMC) , 7nnltxf;v, ^nni^y^K SfclitT 

A I /;l±tH* 'J 9 A ^ ifW7 JV* 'J » >y^f-;VT5>, yMV7"at>xf ;v 
T5>> N-7f-^^;V*V>, vT-if^v^n [5. 4. 0] -7->7>x-b>> tf 'J 

miE# 2005-3028345 
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<*- 9 J : 12/ 



Rj£l±-2 0 - 1 5 0*CT?Rrffc$ifrt&o 
[0 0 5 5] 

#:Dgt±, (10) P\ nJsiOOUiTtufE^lwjD) ti£ tf v * n r 

Fi§2»#£, (12) [g£cK W(±RJ£143« x. tdf ^ n l->f 

^-^'>*> S 1 -^O-Vf ') 77*') (t tzli 1 V h 'J T ;V 3 

^>m^v§tt^xx;v) p 1 , n & x mumm-wizi -emzti& ^*st n ff2» 
^n/N^m^^ FMJvt^fvM^ (i o) (^*> p\ n & xx/mmmKm 

£ ) "CIS $a^H"y^n75 Kflj§ Sf* ^ N-t Kn + vn^^SS: M&M 

yS^f;lil-^>7^V7yj;v 3-^-/Fl) co^> — ^ (10) (^'f, P 
\ n is J: OTfifria^IWI C) tf v * o T 5 Fit T&fob , l-tKn^y^'/ V 

1 y y v-;v£ii^iJco^£T^Rj£$« u 1 1 i i) , £ i^-ei&o 

^Xe^ffiv^^L^li ^ijt LTii, yy^OAify;^^^^? K (DCC) , 3- 
^^-;v-l- (3-^^f;V7 5/7°ntf;v) *jv-fy^? K&Bfc£ (EDCI) , 
f;H?^yij-7A^n7^ K (DMC) , ^nnllxfjv, ^nnii^y7f^ 

* t h ') -7 A I /; (iRf * V> A ^ if© 7 ^ * y ^it> b'JxW5^ yMv7n 
Ti;Vjcf-;VT5>, N - ^ i^V U vT^ftf ->y* n [5. 4. 0] -y-^^T" 

tfyv>, 4 -y^ f;v7 ^ y tf u v>t fcii 1 , (y^f;vr5/) -r 

L&v>7f.y£t££f#$^ fiJxJfN, N-y^fiWtJVA7 5 N, N-y^f ^7-b 1 T 
5K, y^f;V^iV*^fyF\ T-fel~MJ;K f F7tFn75>, v^-^^ -x^- 
fJfyx^>, ftfxf;l/, h;i/:r.y N *J ^ n n ^ ^ > & ir**fflv>e> tL 
£ 0 ^:^RjSf±-2 0-15 o°c-c-Rvf ^iitfi-^o — (12) W, P\ n 

[0 0 5 6 ] 

«jgli, (12) K^, W, P\ nis J:m{±|frfB^lWIC] *l& tf v * 

075 Kl§2»#t, R X R 2 NH (5£cK R\ R 2 f±mf|[il~ 1^1 C) "C*$ T 5 >i|2»#£Rj£ 

s-gr-c, -ftsS: (11) a**, R\ R^ p\ nis iOTtittrtB^rac) -cS£*t&fif^ 

TK^jb^ F'J7 i» , TK^t * U ^ A % »jcit F 'J 7 A , Rm7X** 'J ^Bftf- > 
VvJ*. ^i*V7A, »ry7A4i: i ©lffiSSl^> 1 V Z y^7 7n 

\£)V*.?-)VT 5 N, N, N, N-fF7^^xf l/>y'7r/, y7f t*y7n [ 
5. 4. 0] - 7 >7"'-fe>> y7ft*y7n [4. 3. 0] -5-7 * >\ *X7t 

fflv^til>?lltLtii, RS^P#L^v^^f4^«. «x.lf FJVx>, T-fel-h 
rf7tFn77>', 'Jir^^-y, ^f-;vjn— ^;V, t-7f ;v^f JVx-riV^ 
y / ^yx^y, SI-^^K Wnutty^ N, N-y^f;V*^A7 5 F\ 
f;^;^t + y F\ N— y ;v — 2 — tf n u K^^t^fflv^^^o Rl5ii-3 0-1 5 

[0 0 5 7] 

mfE# 2005-3028345 
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^-v : 13/ 



*I8I±, Hfc* (1 1) 0*^ ^ R 2 •» P*> n^iOTWIB^raC) 
^nT5 KfW 2 17 ? y^fiSt^^P 1 *i*Lt, (1) (5^ R 

[0 0 5 8] 
[0 0 5 9 ] 

Kb 7] 



(13) 



(1) 



[0 0 6 0] 

-JRS: (13) (5^. n^iOTifrlB^raC) •?^tLl>lfy^n7 5F 
ffft^ r!r 2 NH R\ R 2 «fB^|W]C) ^?W7^ >liS«> Si^'JOT 

4T t7? KflSLT, (1) (3$*, R'> R 2 -> n^iOTtttWCKinG) 

^IJfcLTfi. yy^AJfyj^M'y^F (DCC) , Z-^+fr-l- (3-v 
^^-^T^y^ntf^) (EDCI) > y7f;H5f7V-^ 

^ c ?>fK (DMC) , ^nnifxf;K ^nI|^;7fJK S fcttfc?>tn >f /l/* 

f*'J7^4^7^*'JRSfi> fijiWrA y^y7nt>xf]V7ry, N 

yTfH'y^n [5. 4. 0] - 7 J"?**^ fcUv^ 4- 
y ^fjV7?^"'Jyy|/;(il, (y^f^7^) t7^W/^^3ft7 

-W^tfN, N-^f;V*;VA75K> N, N-^Wtl«75K, 

o~ i 5 o°c-eH?# ^jitfi-So Jfc^Risit lH^r/y^ 4 -^>n-7 

>7HJ 7v*'J y* (i tii l -^>7 F V 7^'J ;v 3-**->K*) £^r-t& 
fK|7n^ K^MLT^ * - § , £ -ffitt^ * x /u 

[0 0 6 2] 

<##f!l 1 > 

fcBIE# 2005-3028345 
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[0 0 6 3 ] 

?I^>^^*^#^T^^^n [2. 2. 2] 



Vy^il****'* (32 5 g)> >UW;VT5> (17.3 mL) S*^*^ (500 m 



T?/5v^n [2. 2 2] 1 ** (32.2 g) *#fco 

MS (FAB + ) m/z: 318 (MH + ) • 
[0 0 6 4] 



*Zl£v»,***,*»,#^*,T*S**s** [2. 2. 2] 

"t^yv^^^v^V^^T^lfv^n [2. 2. 2] *''?^-*??? 
**** (64.3 g) (HOO mL) £#*U lmo 1/L*»ftt > W 

L 5»tyx^x-f^ (500 mL) T?ft»Lfc|fe, (pHl) tU. 

[2. 2. 2] * 1 (56.1 g) £tefco 
MS (FAB + ) m/z: 304 (MH + ) • 
[0 0 6 5] 

t?5?^^V*^#^T§y^^n [2. 2. 2] 1 

4-^v^v*^T5y^^ [2. 2. 2] f^f>-l- *^ 
It (1 00 g) ^^nn^n (10 mL) 3, 4 - v t: Fn -2H [- 

<120-L> ^fp-h^>^*>l.l*«» (6-3 mg) »£ 3 °2» 

[2. 2 2] t^y-l-^f^-fF^Kn^V (1.18 g) * 

* m (CDCh) * 1.53-1.95 (m, 18H), 3.67-3.71 (», 1H) 3.82-3.89 (m, 1H) , 4.59 
(br, 1H). 5.03 (s. 2H), 5.95 (br, 1H) . 7.29-7.38 (m, 5H) . 
[0 0 6 6] 

f rfyH-^n L2, 2. 21 t^v-i-^^^-^^ ^^"^ 

^>v>t^>*^75^-^n [2. 2. 2] * >- 1 
i2-rf7tKnk'7^ (548 mg) (6 mL) K**^* 0 *'^* 

(60 mg) Mn*, 

«k*»«**fc*-C«BESW«L, «jt«Ee»U4-75^^n [2. 2. 2 
3 t ^ ^ > - 1 - * ^ # > ^ 2 - r f 7 t K n f 7 - (357 mg) 

ffifiE# 2005-3028345 
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MS (EI + ) m/z: 253 (M + ). 
10 0 6 7] 

2 > 

4 L --7JLZ ¥-y?v [ 2 
[0 0 6 8] 

A^>y^ ^ ^^-^^n-/iP f2. 2. 2 _j_X^l 

i^...,,,. J .„^,„7wmnf2. 2. 2] 




r ^ a PJ^ ^ > — r 0 o o 1 pj- X7 :/ — 1 — m ^ 



MS (ED m/z: 302 (M + ). 
[0 0 6 9] 

"[2 2 2] "j-fV-l-^W'f (198mg) 
MS (EI*) m/z: 168 (M*). 

[0 0 7 1 ] 

[2 2 1 ^f-. 1 ^ v ^t>xW5^ (47 
;v (62.9 mg) (1 e f } _^_ r o -Vnir**-*) -4-7JVtoe 

- HJ ;l/ (73.3 mg) t#fco 

MS (FAB + ) m/z: 408 (MH + ). d 408.2295. 

HRMS (FAB + ) for C 21 H3iFN 3 04 (MH ) . calcd, 408.2299, touna, 

[0 0 7 2] 

m '^ m ffi| E #2 0 0 5 - 3 0 2 8 3 4 5 



#H 2004-041407 



^-vl 16/ 



(2S, 4S) -1- f fN-^> yn/Hr ffrjjft ;v^'-;v-N- ( 4 - ft jVjjj: v tf v ^ 
n T2. 2. 21 ^h-l--T;V) 7^71 7-fe^JH - 4-7JVtotiDUy>-2 

(7^ 4 s) - 1 - [ [N- [4- (2-rh7tKD \£y=-)V) *^~>ft ;V*~;V 
i£v*n'[2. 2. 2] b- l-^*] 75;] 7^^] -4-7;vtnfo'jy 
>-2-*^'f-f'J^ (379 mg) <DV***)r> (5 mL) Mir', ^T«f"^^^ V 
^nt>7 5> (194 ^L) *3 £0*v?> nn*;v^ - h (137 nD SriilTLT, ^ 

fa-ei0#r^a^L^o Rit>tciNti (o.i mL) zM^xmu^mmmnvtzik, mm 

* Sfcffig * L «, *r ffi H * v ^fy/n^x-f^J: iltffi^^ L It 

0-1) «L, (2 S, 4 S) - 1 - C [n--?>v;v^-^v*;v^-;v-n- (4 
-*/ni?*$'fer->*n [2. 2. 2] ^h-i-'Ov) r?y] 7^;v] -4-7^ 

tot°oVy>-2-* ;V?K- h V ;V (335 mg) £#fco 
MS (FAB + ) m/z: 458 (MH + ) . 

HRMS (FAB + ) for C 2 4H2 9 FN3 0 5 (MH + ) : calcd, 458.2091; found, 458.2106. 
[0 0 7 3 ] 

<##0H4> 

(2S, 4 S) -1- (2-7nn7tfiV) - 4 - "7 TU* n fcfn i; - 2 - ft frtf — 
h 'J /K0#J& 

(W002/38541) O (2S, 4S) -1- ( 2 - 7*n^7-fe^V) -4-7/1/* 
nt'n'J yy-2-^^'"f'J^l'Si:*Ct, (2S, 4 S) -4-7Hntn 
IJ ^^_ 2 _^ ;l/ ^^^ 5 K&Bfett (5.00 g) fei^nnrtWo'J K (2.60 mL) 
3&>(b, (2S, 4S) -1- (2-7nn7W) -4-7;Vinfo'Jy>-2- 
jfrjl/jj?^ h U/l/ (4.96 g) £#£o 
MS (EI + ) m/z: 190 (M + ). 

HRMS (EI + ) for C 7 HsClFN 2 0(M + ): calcd, 190.0309; found, 190.0283. 

mmm 1 ] 

[0 0 7 4] 

Hb8] 

H O CN 

( 2 S . 4 S ) -1- r r ( 4 - ft JWt^E jjiHyja [ 2 . 2 . 21 a-gh-l-^ 
) 7^/1 7-bf-JH - 4 — 7ivf ati'p U v>- 2 -ft;v^'-=- h U )±<7>&M 

[2. 2. 2] t^^^- b' (50.0 mg) tN, 
N-^f»A75 K (2 mL) Rt*V7A (50.0 mg) ^Dx/cft, £ 

at? (2S, 4S) -1- (2-7-n^7-tfJV) -4-7^nn"nyy>-2-** 
sjf - > i; ;v (70 0 mg) <75N, N-^W^A75K (l mL) iS^iTLfco 

77^ - (WI:^nn*n:^;-)v=io : l) tltu (2S, 4S) 

_ ! _ [ [ ( 4 - ij 4 ;V fcf n [2. 2. 2] ^- ^ b — 1 — f 7V) 7^] 7 ^ 

_ 4 _ 7;V/ ^-n tfm; w- 2 -ft ;v*K~ h V ;v (94.1 mg) £#fc 0 
MS (FAB + ) m/z: 323 (MH + ). 

HRMS (FAB + ) for C16H24FN4O2 (MH + ) : calcd, 323.1883; found, 323.1903. 

mmm 2 ] 

[0 0 7 5] 
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17/ 



[ft 9] 

(2S) -1- f [ U^jjWl^fjk_^v^_g T2. 2. 21 XPh -l-JA') T< 
;~\ 7-bf-;v1 tfn 'J v>-- 2 - > V ^^^"^ 

4-7>;t'y^n [2. 2. 2] * 9 9 > - 1 - * frtf***- ? K (50.0 mg) &£V 
( 2 s ) - 1 — ( 2 - 7*n^7-bf t'nijy>-2-*'l'*-HJ )V (56.9 mg) £ 

ffiv^x, mmmi tmm~KB*n^^ (2 s) -1- [ c (4-*^^vt-y^n 

[2. 2. 2] tfY-l-'ifr) 757] 7-bf-JV] tf n V v > - 2 - * Y U ^ 

(47.5 mg) fcWfco 
MS (FAB + ) m/z: 305 (MH + ). 

HRMS (FAB + ) for C16H25N4O2 (MH + ) : calcd, 305.1798; found, 305.1999. 

mmm 3 ] 

[0 0 7 6 ] 
[ft 1 0 ] 




(2S. 4S) -1- [ [N-^^y^t^y^^^^-N- T4- (^>'/>V7'/ 
j^y^jVjj^. jVeyTn f2. 2. 21 * ^ b - 1 - >f ;H T^y] 

(2S 4S) -1- [ [N-^>y>t J rv*^-^-N- (4-*^^->lfV 
*n [2] 2. 2] 1 -'f 7?;] T-b^^l -4-7;^nt°n'Jy>- 

2 h 1; ;v (91.5 mg) HHlFl-M. Kn^i/^VVh V 77-^ (45.9 mg) £N 

N-y^fJV*W75 K (2.0 mL) i:||U, (3-y^JV7 5; 

y°u\£)V) -3-xf;v*;V**yM5FM (95.9 mg) ?:ini/;f> SSC#fiLtl 

|:Slif;v) i;j:f)iSLt, (2S, 4 S) -1- [ [N-^^v**^*^ 
- ;V _ N _ [4_ (^yv'fj7 7-JV-l-^^) i^y*;wf-;n^y^P [2. 2 
2 ] - J -^ > _ 1 _^; V ] 75;] r-fc^;v] - 4 - 7 ;v t n t° n 'J y > - 2 - * ;v # - 

b U ;V (92.0 mg) £#fco 

: H NMR (CDCh) 5 2.24-2.25 (m, 12H) , 2.57 (t, J=15.3Hz, 1H) , 3.33-4.41 (m, 5H 
), 4.29-5.50 (m, 4H) , 7.30-7.44 (m, 7H) , 7.53 (t, J=8. 0 Hz, 1H) , 8.06 (d, J=8.6 
Hz, 1H). 

MS (FAB + ) m/z: 575 (MH + ). 

HRMS (FAB + ) for C30H32FN6O5 (MH + ) : calcd, 575.2418; found, 575.2407. 

mmm 4 ] 

[0 0 7 7] 

[ft 1 1 ] 




(2S, 4S) -1- [ TN- T4- (^°p ]) v )±} ^;v^'-jv^v^p [2 

2005-3028345 




#12 0 0 4-0 4 1 4 0 7 '• 18/ 

9 21 ^ 75 71 T±±jV] -4-7;V^nbf njiv>zi2^1l 

[0 0 7 8] 

(?S 4S)-1~ [ [N^7i^v J¥T^^;V-N- [4- (^/^Z 

= 2 0 : 1) Pt»«Lt, (2S, 4S) -1- [ t N 7^Y * /A 1-4 
N _ r 4 _ (^.jyy-l-^v) #;v^;vt?v*n [2. 2. 2] **r--l £ 
% yi^y^U -4-7^n!fD.;yy-2-*^HJ^ (16.0 mg) * 

MS (FAB + ) m/z: 511 (MH + ). 

HRMS (FAB + ) for C28H36FN4O4 (MH + ) : calcd, 511.2721; found, 511.2719. 
[0 0 7 9] 

^ ^'^^^n [2. 2. 2] ***-l--f*] T $ ;]7W]- 
4 - 7 l*u\>u*)*J>-2-* » * ^ h 1; ;v (30. 0 mg) * i l>10%>< -7 V * A ** (3- 
tJ%*-*;-»> (1-OmL) «i^nn^> (0.5mL) **«T 

7-r (oq 4 Q) — 1— [ [N— [4- (K'nijy-/-1-^V) 

-^jV^-l'JiV (15.2 mg) SrW^o 
MS (EI + ) m/z: 376 (M + ). 

HRMS (EI + ) for C20H29FN4O2 (M + ): calcd, 376.2275; found, 376.2285. 

mnm 5 ] 

[0 0 8 0] 
Ut 1 2 ] 



■ u CN 



[0 0 8 1] 

' mfE#2 0 0 5 -3 0 2 8 3 4 5 



#® 2004-041407 



^-v: 19/ 



-^f;u) ft;v^~;l/H'y^P T2. 2. 2] ^ h - 1 - 7^1 T±±M -4 

mmvHtmm-Lx, (2s, 4s) -1- [ [n-^^^v^^-^-n 

_ [ 4 _ v], ij Tv -_;v- i -^;i/) v#;w-J?-;i/tr n [2. 2. 2] * 
*t.-i->r/u] t?/] r-fe^;v] - 4 -7;v^-n tfni; 2 -#;w-K~ 1- V ;v ( 
100 mg) *3 iVtf^'; v> (22.7 /*L) ^<b, (2S, 4 S) -1- [ [N-^>v^^ 
^v*;v^"-^-N- [4- (hV'jy>-l-^v) #;v#-;H£v^n [2. 2. 2 

(81.0 mg) £#fc 0 
MS (FAB + ) m/z: 525 (MH + ). 

HRMS (FAB + ) for C29H38FN4O4 (MH + ): calcd, 525.2877; found, 525.2896. 



(2S. 4S) -1- F TN- [4- (tf^V ;v) # p [2 

2. 21 ^b-l-^JH 75/1 7jte±jk] -4-7iVtneP'Jy>-2-^;V 

(2S, 4 S) -1- [ [N-^> ^*;v^-^-N- [4- (tf^Uv^- 

i-^v)'*)v=K-;vH-y^n [2. 2. 2] * * 1* - 1 - >f 75/] r-fef-;v] - 
4 - 7;v t n t: n 'J v > - 2 - f 'J ^ (20.0 mg) is J; 0*10%^° (12 

0ig)*^WW7U' (0.5 mL) |:»U, #.?$T"e «7>*^7A (43.1 
mg) ^TJDx, |W]^^T40^m^Lfco EJfc«*-t?>f hISL«xf ;Vtf|{U 

= 10: 1) tCTffi^LT, (2 S, 4 S) - 1 - [ [N — [4- (tf^V i>>-l->f 
;V) #;Wi^;Vt?v^n [2. 2. 2] ^h-l--f;V] 757] 7^;V] -4-7 
j^nt'n')y>-2-*iH->');V (13.2 mg) *#7t 0 
MS (ED m/z: 390 (M + ). 

HRMS (EI + ) for C21H31FN4O2 (M + ): calcd, 390.2431; found, 390.2446. 

mmm 6 ] 

[0 0 8 3] 
[f 13] 



(2S 4S) - 4 -7]/*v- 1 - [ [N — [4- 'J > - 4 - A )V) 

;vevVn [2. 2. 2] * * h - 1 - >f 75/] T-t^^] tf n V v > - 2 - * ;V 



(2 s, 4S) -1- [ [N-^Oy^t^v^^^-^-N- [4- (^V* V > - 4 
--f;v) A;wf-;^y^n [2. 2. 2] ^h-l-^OV] 75/] T-k^] -4 
-7Ji/*nt:n'Jy>-2-A ;i/#T~ h 'j )V<D-£-]& 

nmu tmmizLx, (2s, 4 s) -1- [ cn-^v^^v^^-^-n 

_ [ 4 _ y-j, i; 7 y-_;v_ l - ;V) ^ ^ ~> # ;V )V If V * n [2. 2. 2] * 

PY-i-Jji'l 75/] 7-t:f-;v] - 4 - 7 ;v t n n° n ') y ^ - 2 - * ;v * - > 'J ;v ( 

50.0 mg) i5£Xf*JV*V> (9.9 ^L) (2S, 4S) -1- [ [N-^Vi^V* 

^v#;v*f-;v-N- [4- (*>u*'J y- 4 ->f ;v) *J^'^t"y/n [2. 2. 2 
] T5/] r-fe^] - 4 - 7^tn t°n y y > - 2 - h V 



[0 0 8 2 ] 




[0 0 8 4] 



miE# 2005-3028345 



#0 2004-041407 



;v (43.6 mg) ^#^0 

MS (FAB + ) m/z: 527 (MH + ). 

HRMS (FAB + ) for C28H36FN4O5 (MH + ) ". calcd, 527.2670; found, 527.2651. 
[0 0 8 5] 

4S) [ [N — [4- 4 -4*) 

^iS.tt, (2s, 4s) -1- c ^-r^ j »*nvi*T<i 

- [4- (***y>-4—r*) *M^K->^ [2. 2. 2] ^f/" 1 .-^ 
( S 4S)-4-7^n-l- [ [N — [4- V- 4 --f *) *** 

h V ;v (13.2 mg) £#fco 
MS (FAB + ) m/z: 393 (MH + ) . 

HRMS (FAB + ) for C20H30FN4O3 (MH + ) : calcd, 393.2302; found, 393.2304. 

[0 0 8 6 ] 
lit 1 4 ] 

p tf u v > - 2 - ;v >■ 'J jj^i^ 
[0 0 8 7] 



( 2S 4s) -1- r rN-^>y***~>**»*~ ^- N - f4- u— 

- «mTiwrr^ (2s. 4S) -1- l ln-^>^^-^^^; v -n 

_ [4- (^yy-hUTV'-^-l-^*) ^>*M-Ky^ [2. 2 2] * 
*h-l->f*] T***] -4-7Mnen.Jy>-2-*^W ( 

50 0 me) £ J: Xf 4 - ^ h * ~> * ;vtff~;V fc? ^ V v > (20.1 ^L) tf*<b, (2S, 4 b 

;V j _4- 7 ;v^nH°piJ y^-2-A^f-HJ;V (43. 1 mg) Sr^fco 
MS (FAB + ) m/z: 597 (MH + ). 

HRMS (FAB + ) for C32H42FN4O6 (MH + ) : calcd, 597.3088; found, 597.3096. 
[ 0 0 8 8] 



(2S 4S) -1 - [TN— Li_= U-^h^*^ -^^^- 1 -^- 

^fe^W^T2 . 2. 9.1 ^^-i-^Ttaz ^t^viZIII^ 

'I (36 4 mg) *V (2S, 4 S) -1- [ [N- [4- (4 

mSE# 2005-3028345 



#11 2004-041407 



^-v : 21/ 



V^yW-l-jfU) ft;Vtff~;Vtfv^n [2. 2. 2] h - 1 -4 
T-trf"^] -4-7/l'tDt:nijyv-2-*^> (22.1 mg) £#fco 
MS (FAB + ) m/z: 463 (MH + ) • o ^ 00 
HRMS (FAB + ) for C24H36FN4O4 (MH + ) : calcd, 463.2721; found, 463.2723. 

[0 0 8 9] 
lit 1 5 ] 

- 2 - ft ;v>-K— 1 V 

[0 0 9 0] 

f2s 4S) -l - r rN-^>y***'>***-* -N- r4- (4->w^ 

^ ;V ] _ A - 7 )V iPb'P l J y 2 - ft 1 V fr<n&& 

*»«4tR*iat, (zs, 4S) -i - [[n-^^v * * ~> ft ;v ^ ;v - n 

50 0 mg) *J:tT4-^^^9^> (14.5 // L) (2S, 4 S ) — 1 — L L.N 

-^y>t^^;V^)V-N- [4- 

^y^D [2. 2. 2] **>-l->f*] 7?;] T***] -4-7Mntn-j 
?jy _ 2 - ft h U ;V (36. 0 mg) £#fco 

MS (FAB + ) m/z: 540 (MH + ). 

HEMS (FAB + ) for C 2 9H3 9 FN 5 04 (MH + ): calcd, 540.2986; found, 540.2974. 
[0 0 9 1 ] 

^7s" % 4S) - A-7)V*U-\~ f TN- T4- ( 4 - * ± ^ ^7 g > -1- j * 
^^y.n T2. 2. 21 jZEZIZZ*] HH Z B ^'J'^ . 

Wis^ttat, (2S, 4S) -l - [ [n-^>v^^v^;v*_;v-n 

_ r 4 _ ( 4 _^^;vtf^7^>-l-^^) ft;V^'-^Hv^n [2. 2. 2J 
_ 1 _^;v ] T5 y] T-b^v] -4-7^*n^nyy>-2-*^-H^ (31.0 
mg ) (2S, 4S) -4-7**n-l- [ [N- [4- U"^^^ 

] tfo'jyv-2-* ^ > '>> ;1/ (15- 7 m §) 
MS (EI + ) m/z: 405 (M + ). 

HRMS (ED for C21H32FN5O2 (M + ): calcd, 405.2540; found, 405.2562. 

mmm 9 ] 

[0 0 9 2] 
lit 1 6 ] 



H g CN 
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&m 2004-041407 



^-v : 22/ 



(2S, 4S) -1- [ TN- \A- (y^f)V7^) ftjVjj^jVei^ P f2. 2. 
21 a-^h-l-'fJH 7571 ~ 4 --7;V^p tfp U y>- 2 -Ufr-tf— b 

[0 0 9 3 ] 

H— If! 

(2S 4 S) -1- [ [N — ^y s J}V^r^-yiJ)V^=- /U — N — [4- (y^fiV75/ 
) #;vW-;Vt*v*n [2. 2. 2] h- l-'TJl'] 757] T-fe^^] -4-7>U 
tnH*n'Jy>-2-A h 'J JKZ)M 

»4tMiCLt, (2S, 4S) -1- [ [N-^^v^^^rv^^^-^-N 
- [4- > V f'J7 y*— )V — \ )V) t^y^^^-^^v^n [2. 2. 2] ^ 
— i — f >u] 7 5 7] 7-tr^;v] - 4 - 7 ;v t n t° n 'J y y - 2 - * ^ > 'J ^ ( 
50.0 mg) &tLTyV**frT% V2.0M-T b?t Kn7 7>ii (65.0 juL) (2S 
4S) -1- [ [N-^^v^^^r ->*;U5K-;V-N- [4- (y^f^T?^) # ^ 

'#=.fr\£*s*u [2. 2. 2] h-i-^] 75;] r-fe^*] - 4 - 7 n fcf 
p V i? > - 2 - fs frtf— h V ;V (36. 2 mg) Srffco 
MS (FAB + ) m/z: 485 (MH + ). 

HRMS (FAB + ) for C26H34FN4O4 (MH + ): calcd, 485.2564; found, 485.2554. 
[0 0 9 4 ] 
IS 

(2S, 4S) -1- [ TN- [4- (y^f>V7^) 7j;t-^~^ey7P [2. 2. 
2i ^'^ |>_ ! 7^/1 y-bf-;H -4-7HnifP'jr/ -2-^^-h 

i»i5J:l»(:Lt, (2S, 4S) -1- [ [N-^> v;l/^-^->*;l/^-^-N 
_ [4- (y^f ;V75;) A^jUfy^n [2. 2. 2] 33- ^ b - 1 - -OKI 7? 
7] 7-fef-;V] - 4 - 7 ;V t o t: n 'J y y - 2 - * ^ * - b 'J ^ (36.0 mg) (2 
s 4S ) _x_ [ [n- [4- (v7f-;v757) *;v**-;n;*y7D [2. 2. 2] 
^ h- 1 -^;i/J 7U] 7-bf-;V] - 4 - 7 JHn H"n 'J y y - 2 - * b ^ ^ 

(16.7 mg) £#£0 
MS (EI + ) m/z: 350 (M + ). 

HRMS (EI + ) for C18H27FN4O2 (M + ): calcd, 350.2118; found, 350.2156. 

mmm 1 o ] 

[0 0 9 5] 

ut 1 7 ] 



(2S. 4S) -1- r TN- T4- r (5-y7y^'Jy>-2-^^) 
l-^^l gjvjj£. ;Vbfv^P T2. 2. 21 *?h-l->fJH 75 71 7jb±jVj - 

[0 0 9 6 ] 



(2S, 4S) -1— f rN-^V^t^V^^^-^-N- [4- f (5— V77bf 
1jy> ,_2-^;v) tf^^y >--l-^OH ^iWt^)vey^n f2. 2 . 21 * ? Y - 
7^71 7-b^;vl - 4 -~7;V^-P tf p V v 2 -ft;VsfK— b U JVg)^ 
$W!4i:»U, (2S, 4S) -1- [ [N-^ v^^v^^-^-N 
_ [ 4 _ (s*y\Th U 7V*-;V- 1 --OV) t^fy*iWf-iHi*v^ [2. 2. 2] :* 
75;] 7-tr^;vl - 4 - 7 ;V t n D 'J y > - 2 - * ^ # - > 'J * ( 
50.0 mg) jSicF (5 -v77 tf U 2 ->f ;v) t°^7y> (24.6 mg) frh, (2S 

tBIE# 2005-3028345 



mm 2004-041407 



^--J : 23/ 



4S) -1- [ [^^y^i + y*;Wf-JV-N- [4- [ ( 5 -*sT S tf V 2 
-✓f;v) k>7y>-l-^V] *jV^)Vt*y?n [2. 2. 2] >• - 1 ;v] 
7^/] T-b-f-^] - 4 - 7 JVt n t°n 'J y y - 2 - * - h 'J ^ (45.0 mg) 

o 

MS (FAB + ) m/z: 628 (MH + ). 

HRMS (FAB + ) for C34H39FN7O4 (MH + ): calcd, 628.3048; found, 628.3035. 
[0 0 9 7 ] 

(2 S. 4 S) - 1 - [ [N — T4- f (5-v7/t:°';y>-2--1';v) ^-7v>- 
l-^^l ^;w^-;U^v^n \2. 2. 21 * * h - 1 - 7 5_Z] 7-fej^Vl - 

4-7)i/tP^'P'Jy"/-2-^ h V ;V<7)£-J% 

^WJ5fcW^br, (2S, 4S) -1- [ [N-^> v;v^v#^*"^-n 
_ [ 4 _ [ ( 5 _ - >7 v try v>-- 2 - 4 ;w) tf^7 v'y-i- 4 ;v] #;w-*?~;nf:y^ 
n [2. 2. 2] 7?;] T^r^;v] -4-7;Vtnifn'Jy>-2 

- # - h y ;V (45. Omg) Hp b , ( 2 S , 4 S ) -1- [ [N - [4 - [ ( 5 — ~> 7 

y tf y v >- 2 --f ;v) ;vif->^n [2. 2. 2] 

> _ 1 — < jv] 75;] 7^f;v] - 4 - 7^^-n n°n 1; y > - 2 - f 'J ^ (26 

.1 mg) fcffTto 

MS (FAB + ) m/z: 494 (MH + ). 

HRMS (FAB + ) for C26H33FN7O2 (MH + ) : calcd, 494.2680; found, 494.2684. 

mmm 1 1 i 

[0 0 9 8] 

m 1 8 ] 




(2 S. 4S) - 4- 7/;V^P-l - [ TN- [4_z [ (2 - ^ Kv 7x^) 
v'>-l-xf;vl ;vl£v^P T2. 2. 2] ^ h- - 1 - -OH 7^1 

;vl h'P'Jy>-2-^ h 'J 

[0 0 9 9] 

( 2 s . 4 s) - 1 - r rN-^^y^t^->*^^^-N- r4 - r ( 2 - ^ p ^ 

■7^-;v) ^^y^-l-^OH 7);v^-JVify^n f2. 2. 21 :* ? h - 1 - W fl/ 
1 7_§_yj 7-tef-;H - 4 - 7 jut a t: p V y > - 2 - ^ b 'J 

SW4 tH»l:LT, (2S, 4S) -1- [ [N-^^**^*^-^ - N 
- [4- i; Ty «_;v- i _yf ;v) ^- v * tf v * n [2. 2. 2] 3- 

^^_!_>f^] 7?y] T-b^^l - 4 - 7;Vt q fn 'J y ^ - 2 - * f 'J ^ ( 

50.0 mg) (2-^b^y7i-;V) t°^7V> (22.9 L) 2S, 4S) 

-1- [ [n-^> y;V^ V7j;v^-;V-N- [4- [ (2->l«^7x-^ fcf^ 
5yy-l-^;v] 7j;v^-;vtfv^ n [2. 2. 2] ^ h - l ;v] 757] 7^r 

-4-7;vtot°n'Jyy-2-*^*'-HJ^ (43.2 mg) £#7^0 
MS (FAB + ) m/z: 632 (MH + ). 

HRMS (FAB + ) for C35H43FN5O5 (MH + ) : calcd, 632.3248; found, 632.3273. 
[0 10 0] 

(2 S, 4 S) - 4- -7fr*P-l - [ [N — [4_z [ (2 - ^ h^v T^JV) 
yy-l-^;vl 7>;v^-;v^v^p f2. 2. 21 :* ^ b - 1 - ;H 7^/1 7-fe^ 
;H h°n'jyy-2- g jj/ fc y ^g^jft 

miE# 2005-3028345 
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^-v : 24/ 



««5fcra*fcLT, (2S, 4S) -1- [ [N-^>^**^*^#-J;--N- 
[ 4 _ [ (2_^}»^y7x^) ^7-y>-l-^^] *jV^jVH~>^n [2. 2^ 
2] ^- ^ b — i — f ;v] T ^ yl T-fef"^] ~ 4 -yUV^n kfn y v>- 2 

Vv;V (43.0 mg) (2S, 4S) -4-7;V*n-l- [ [N- [4- [ (2- 

^^y 7l ^V) tf^9v>-l-^;H *^*-^H*y^n [2. 2. 2]**h- 
1 _^;V] 7> /] T-fef-^] tfa V v^--2 — #/l"jJ*— h V ^ (24.0 mg) £#fc 0 

MS (FAB + ) m/z: 498 (MH + ). 

HRMS (FAB + ) for C27H37FN5O3 (MH + ) : calcd, 498.2880; found, 498.2905. 

mmm 1 2 ] 

[0101] 

Ufe 1 9 ] 



(2S. 4S) -4-7;V^n-l- r TN- T4- (4- HKn^>^'Jy^-l- 
^ ^y^-;vtfy^n T2. 2. 21 * * b - 1 - >f T^l gPJJ 



(2S, 4S) -1- [ fN-^> vjVJl ± v^^^'-^-N- T4- (4-^Kp^v 
e^Uv^-l--f^) ^M-iV^v^P [2. 2. 21 ^1-1-^1 7 ^/] 

S»«4ilR#i:U, (2S, 4S) -1- [ [N-^O-v^^^rv^^^-^-N 
_ [ 4 _ (/<>>/HJ7y-jV-l-^v) ^~>#;V^-;vtfv^ n [2. 2. 2] * 

50 0 mg) is J: EM - t Kn^f->tf^U >^ (11.7 mg) ^<b. (2S, 4S)-1-CC 
N -s*y*jn,**i,%frtf-fr-N- [4- (4 -fc Fttdrvtr^V v>-l-^) * 
;v^;vt*->^n [2. 2. 2] **h-l-^Kl T-fe-f-;v] -4-7;V*n 

tf n v v y - 2 - * ;v h U ^ (39. 0 mg) £#7^0 
MS (FAB + ) m/z: 541 (MH + ). 

HRMS (FAB + ) for C29H38FN4O5 (MH + ) : calcd, 541.2826; found, 541.2836. 



(2S. 4S) -4--7;V^n-l- [ FN — \4- ( 4 - Fa j £ U v>-l- 

#;wi?-;Vtfy?n [2. 2. 2l * g h - 1 - j ^ 7^1 7jfe± jV] !2 

**W5fcPM*fcL-T\ (2S, 4S) -1- [ [N-^>i^V**v***'-*-N 
_ [4 _ ( 4 _ t Kn^vVf^V v>-l-^ JV) ^v^-^^v^n [2. 2. 2J * 

75;] 7-fe-^;V] -4-7iVtnfn'Jy>-2-*^-h'i^ ( 
39.0 mg) (2S, 4S) -4-7JU*n-l- [ [N- [4- 

n°^y yy-i-^f ;v) #;v^-;vi£v^u [2. 2. 2] =i" ^ 1 — 1 — f >^ J 7*>M 
7-b^;v] tin y yy- 2 b y ;v (7.0 mg) £#£0 
MS (EI + ) m/z: 406 (M + ). 

HRMS (EI + ) for C21H31FN4O3 (M + ): calcd, 406.2380; found, 406.2399. 

mmm 1 3 i 




[0 10 2] 



[0 10 3] 



[0 10 4] 
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: 25/ 



H q CN 



Hb2 o] 

[0 10 5] 

4-7KP^ 'iv« (18.2 ag) tf^U'D? 7^ (0 87 ^) ^J* ^ 
t MTt>-;x W ^ (18.2 „L) ^Ox, W»^?f» L ^;^*>_ ( 
p c 4S )-1- [ [N-^^**^***-*" 1 *- [4 ~ ( ^< h J 7,< ^ 
l)Ut^^^v^ [2. 2. 2] *^-l-frL 7 iil, T 

off IrxiiLT, (2S. 4S) -1-; ^7/^" 2^^ 

lit] tX*\ |7wi] - 4-^*nlfni;?;>-2-*^>y^ (37.0 mg) 

HRMS F tFAB + ) / for 5 C 29 H37F 2 N4 04 (MH + ) : calcd, 543.2783; found, 543.2794. 
[0 10 6] 

*^ 4S) - j-T ^n-l - r fN- T4- f4-7iVtP^')^-l^ 
»5i»lt> (2 S, 4bj 1 L UN v .,^ n ro o 21 

TO > A 3 [2 s 4 S) - \-7**-a- 1 - [ CN- [4- (4-^n,^ 
yt-l->f>U) *)V^J^v^ C2. 2. 2] ^h-l-'OH T^/J ' 
;v] tfn U v>- 2 -fJJl/&— V 'J ^ (16.4 mg) *#^ 0 
MS (FAB + ) m/z: 409 (MH + ) . _ o ^ ic „ Q9 

HRMS (FAB + ) for C 2 iH3iF 2 N 4 0 2 (MH + ) : calcd, 409.2415; found, 409.2392. 

mnm 1 4 ] 

[0 10 7] 

Mb 2 1 ] 

H o CN 

roc 4_s) -1- r TN- T4- (4^ y^V^^2^i^^ 

ffifE#2 005-3028345 
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^-v: 26/ 



[0 10 8] 

(2S. 4S) -1- f fN-^^y^^ #;i/^~;v-N- f4- (4-^>v;v^ 
^yyv-i-a) \2. 2. 2] 7^1 7 

-b As] -4-7;vtnn°n | Jy>'-2-^ii' 1 V 

mm4 tmmi'Lx, us, 4 s) -i - [ [n-^>^;v * * *> * ;v # - ?u - n 

_ [ 4 _ (^y y], i; 7v -_;v_ i -4)V) t^fvAiV^^t'y^n [2. 2. 2] * 
^j*_l_,f;i,] 75;] 7-fef-jV] - 4 - 7jVt n Ifn U y > - 2 - * f 'J ( 

50.0 mg) £ XXf4 -^>y;V^'J 5> > (22.9 /z L) (2S, 4S) -1- [ [ 

N-^> v;v^-dr ~>#/U5i?— /u-N- [4- (4 y/nf^y ;v) 

^jVk'y^n [2. 2. 2] *?b-l-^;V] 7U] T-t^;V] - ±-7)V^U\£ 
n'Jy>-2-* ;w-f?~ h ;v (45. 9 mg) ^#/; 0 
MS (FAB + ) m/z: 615 (MH + ). 

HRMS (FAB + ) for C36H44FN4O4 (MH + ): calcd, 615.3347; found, 615.3388. 
[0 10 9] 

(2 S, 4 S) —1- r TN- T4 - (4 - ^>yJVtf^'J y>-l — ^JV) ;l/ ^ ~ ;V 
H'v^n [2. 2. 21 l -^ ;H T^y] 7'-fef^l -4-7;vtnen'jy 

IW!5^«CLt, (2S, 4S) -1- [ [N-^^v^^^v*^^-;V-N 
- [4- (4 v;vti^U v ;v) * /i/jtf—JUfi/* n [2. 2. 2] 

j.-!-^;^] 7?;] y-fe-^;v] - 4 -7)Vj-u tfn U v>- 2 — »/H3?— h V ;v (45 
.9 mg) frh, (2 S, 4 S) - 1 - [ [N — [4 - ( 4 > v;V tf^ V v>-l-^ /V 
) #;i/^;Hfy^n [2. 2. 2] * ^ h - 1 - f ;V] 7?7] T-b^;V] - 4 - 7 ;v 
tnfn'Jy^-2-*^f-h'J;v (23.0 mg) Sr#fc 0 
MS (FAB + ) m/z: 481 (MH + ). 

HRMS (FAB + ) for C28H38FN4O2 (MH + ) : calcd, 481.2979; found, 481.2935. 

mmm 1 5 ] 

[0 110] 
[ft 2 2] 




(2 S. 4 S) - 1 - 1" I" T4 - (7-tf^v >-l--f ^) #;v^~;vtf y ^ P T2. 2 
[0111] 

i-if 

(2S. 4S) -1- [ fN — [4- (T-gf-v jk) #;V#-;VH^>^P [2 

. 2. 21 t ^ f - 1 - ^ ^ - N - ^ > y y ^/ - ^ 1 T^yl 7-b^;Vl -4 

- 7 n, # u \£ u »; ~J y - 2 — fj ju tf— V ]) ;v<9M 

HJfcffll 1 3 fcEHfcKLT, (2 S, 4 S) - 1 - [ [N-^y^^rv^V^-^- 
N _ [ 4 _ (s<yy*Y ij 7 7-;V- 1 -4 fr) v^^^-^tfv'^n [2. 2. 2] 
jj-^j,-!-^/!,] 7?y] r-tr^;vl - 4 - 7 /l/* o fcfn V v y - 2 - * 1 V ;V 

(50.0 mg) teXVT^^pymm (12.2 mg) (2S, 4S) -1- [ [N- [ 

4- (T-tf^-vv-l-'f ;v) *;v**^jnfy^n [2. 2. 2] * ^ h - 1 ;v-N 

2005-3028345 



Sfrffi 2004-041407 



^-v : 27/ 



^- h ij ;i/ (32.0 mg) £#/io 
MS (FAB + ) m/z: 497 (MH + ) . 

HRMS (FAB + ) for C27H34FN4O4 (MH + ): calcd, 497.2564; found, 497.2567. 
[0 112] 

(7 S ar> -1- r fN — T4- (T-gf-y^-l-^^) fl ^-^v^P C2 
2. 21 ^1-1-^H 7571 T-fef-JVl -4-7; Vtn^P'Jy>-2-^'V 

*S»J5fcW^LT. (2S, 4S) -1- [ [N- [4- (^ftS^ll"^ 

1 r 5 ;l T-tr^^3 -4 -7^nen'J 2 1 V ^ (27.0 mg) 

(2S 4S) -1- [ [N — [4- (T^f^v^-1-^^) C 
2. 2. 2] 1-4*1 7?;] -4-7^nt:'n-j^/-2-* 

(10.0 mg) £#7*c 0 
MS (FAB + ) m/z: 363 (MH + ). 

HRMS (FAB + ) for C19H28FN4O2 (MH + ) : calcd, 363.2196; found, 363.2221. 

mmm 1 6 1 

[0 113] 
[ft 2 3] 



H g CN 

(2S 4S 3 ' R) r TN- f4- (3-7^oen'jy> 

-l-^;v) ^v^M-y^n 2. 21 ^ V - W ;H TTTl 7^f^]. 

bin V V>- 2 -ft;!^— h V jV^^ 

[0114] 
^ -32 fit 

(2S. 4S. 3' R) — 1 — [ [N-^^v ^r'>^;V ^-^-N- R- (3-7 
^tn^P'jyv-l-^f^ ft;i/:fr~;nfy»P [2. 2. 2 1 ^ 1-1-^1 Z 
^ y l r-bf-JH - 4 -y^Hru bin V v^- 2 - » frtf— h U jV^B^ 
N «fc«13fcW*lcU, (2S. 4S)-l-[[N-^vWy*^- 
N _ [ 4 _ ij Tv *_;v- 1 ;V) t^fy*^*-^^>^ n C 2 - 2. 2] 

* * )» - 1 - * 7?;] T-te^fl'] - 4 - 7 n l£ n 'J v > - 2 - * ;v * - b 'J ^ 

(50 0 mg) #J:tf (3R) -3-7)Vtnt"n'jy>S|S (16.4 mg) ^, (2S, 
4S 3' R) -1- C [N-^y^H^ryAi^-^-N- [4- (3-7WDH 
n ,jVy-i-^V) ^jV^JUfy^n [2. 2. 2] * * h - 1 -4 75/] 7 

_ 4 -?fr*u \£u U v^- 2 h U ^ (39.7 mg) £#7Co 

MS (FAB + ) m/z: 529 (MH + ) . 

HRMS (FAB + ) for C2 8 H 35 F2N4 04 (MH + ) '• calcd, 529.2626; found, 529.2642. 
[0 115] 

(IS 4 S. 3' R) -4-7fr*P-3 - f TN- F4- { 3 - 7 ± U fcf U U v > 
^y^-jvtfy^n T2. 2. 21 7571 T±±j!d 

iMWiTWSiET^: (2S, 4 s, 3' r) -i - [ W 

- ;V _ N _ [ 4 _ (3 -7)V*U\Su V yy-l-Jfr) Jj)V#~)Vt^?U [2. 2^ 
2] *^h-l--OV] 7 5 7] T-fe-^V] -4-7JVtnfn'Jy>-2-*J^-b 

fhfE# 2005-3028345 



#H 2004-041407 



^-v: 28/ 



V;V (39.7 mg) frh. (2S, 4S, 3' R) - 4 -7**n- 1 - [ [N— [ 4 — ( 

3 -yn,*u tfn i; v>-l-^f;v) *^^->nf'>^n [2. 2. 2] 
;v] 7?;] T-tf-^] tf a U v>~ 2 h V /U (15.8 mg) 

MS (FAB + ) m/z: 395 (MH + ). 

HRMS (FAB + ) for C20H29F2N4O2 (MH + ): calcd, 395.2259; found, 395.2216. 

mmm 1 7 ] 

[0 116] 
[<b2 4] 



(2S. 4S) -4-7;V^-P-l- r [N — T4- (3, 3-v7)VtP^P'Jy>- 
^;y^-;ve->^P f2. 2. 2l * ? h - 1 - >f >H 7^ 1 T_fr±jk] 



(2 s, 4S) -1- f iN-sOi/^Jr 3- ~> :ft ;V sK fl" - N - T4- (3. 3 -^7^ 
a-ntfa »; y>-l--f ;v) ^;v^-;vh'->^ a [2. 2. 2] ^1-1-^1 T § 
/I y-bf-^l - 4 - 7)Vt a l^'a 'J y > - 2 - ^ - f 'J ^^^i 

»Si3h»LT, (2S, 4S) - l- [ [N--<>v;v^v#;v*--;v- 
N _ [ 4 _ (^>yi«iJ77-^-l- / f^) t^yA^*-^t"y^n [2. 2. 2] 
jj- ^ ], _ i - 4 ; v] 75 ;] t ■fef-Zl'] -4-7;vtnifniJyv-2-* 1 V ;v 

(50 0 mg) j3itF3, 3-y7)HDt"n'jyyMI (18.7 mg) frfc, (2S, 4S 
) _ ! _ [ [ N _^>v>-;v^^-v*;v^^;v-N- [4- (3, 3 - y 7;vtnE'n 'J y 
y _ 1 -j ) l / ) %A,tf^n,\£*s*U [2. 2. 2] * * h - 1 - >f ^] T^fiV 
] - 4 - 7;vtn t°n 'J y y - 2 - > 'J ^ (40.8 mg) £#;fco 

MS (FAB + ) m/z: 547 (MH + ). 

HRMS (FAB + ) for C28H34F3N4O4 (MH + ): calcd, 547.2532; found, 547.2549. 



(2 S. 4 S) -4-7JU*P-l - r TN- L4_z (3. 3 -y 7)VtPH°P 'J y > - 
ft^-jnf->?P T2. 2. 21 ^y-l-l-^;vl T^7] T-trf-;v] ^ 

»5t»Lt, (2 S, 4 S) -1- [ [N-^>-v;V^^->^;V^-^-N 
_ [ 4 _ ( 3f 3-y'7jv^-nt:P'Jy>-l-^V) *;i/#-;VH'y^n [2. 2. 2 
] ^-^h-i'->f^/] 75;] r-br^;v] - 4 - 7;vt o tfn 'J y > - 2 - - h 'J 
;V (40. 8mg) ( 2 S , 4 S ) - 4 - 7 n - 1 - [ [N- [4 - (3, 3 - v 

•7;V^-nK°niJ yy-i-^V) * ;Vs}?~;Hf n [2. 2. 2] ^^h-l-^JV] 
7;;] r-fef-^] t'n'Jyy-2-*;V'f->'J^ (26.6 mg) *%tz 0 
MS (FAB + ) m/z: 413 (MH + ) . 

HRMS (FAB + ) for C20H28F3N4O2 (MH + ) : calcd, 413.2164; found, 413.2126. 

mmm 1 8 i 




[0 117] 



[0 118] 



[0 119] 



2005-3028345 
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^-v 5 : 29/ 



Hh2 5] 



H (S CN 

(2S 4S 3J S) -4-7;v*n- 1 - [ FN — T4 - (3-7»tnb'o'Jy> 
[0 12 0] 



(as. 4S. .v s) -l- [ rN-^y***v***-*-N- T4- (3--7 

jl/frnbfnU v^-l-'f »0 ft/uff-JH^y^P T2. 2. 2 1 fr^ b-l-'OH Z 

^iWUkbtU, (2S, 4S) -1- [ [N-^yW^y*^^- 
N _ [ 4 _ (^y7pj7y-;v-i-^;v) ;i/**-;V If v * u [2. 2. 2 J 

-j.^ h _ ! T5 y] T-fef"^] -4-7;i/tnen'Jy>-2-*^Hi^ 

(50 0 mg) *5J:lM3S) - 3 - 7 ;v t n n 'j y > t (16. 4 mg) ^ t , (2S 
4S 3' S) -1- [ [N-^>v^*v*^*-^-N- [4- (3-7)Vtnt 
□ i;V?>-l-^;v) p&jVTK^^tfv^n [2. 2. 2] =i-^l — 1— WJ^D T^y] T 
^^-;V] -4-7^tn^nyy^-2-*^-b , JJl' (35.3 mg) £»*r<> 
MS (FAB + ) m/z: 529 (MH + ). 

HRMS (FAB + ) for C28H35F2N4O4 (MH + ) : calcd, 529.2626; found, 529.2642. 
[0121] 

4 S 31 S) - 4 --7**n-l- r TN- [4_z f3-7JVi P^niJyy 
^;U^-jVlf->^n T2. 2. 21 T3>H T^^;V] 

tf n 0 v > - 2 - ft )Vtf=- Y 0 iW-^i „ 

nmmstmm^r, (2 s, Is, 3' s) -1- c [n-^v******** 

- ;V _ N _ [4_ (3 -yn,*u\£uy )V) AM-)VHy^n L2. 2^ 

2] ^-^h-i-^;v] T?/] -4 --7;v^nii 0 ni; 2 > 

V;v (35.3mg) (2S. 4S. 3' S) - 4 - 7 n - 1 - [ [N - [4- ( 

3-7;vtut"o'Jy>-l-^^) * >UjJ?->Hf->* n [2. 2. 2] 
;v] ru] r-b^;v] tfny v>- 2 h y & (19.9 mg) £#fco 

MS (FAB + ) m/z: 395 (MH + ). 

HRMS (FAB + ) for C20H29F2N4O2 (MH + ): calcd, 395.2259; found, 395.2266. 

mmm 1 9 ] 

[0 12 2] 
Ht2 6] 

H o CN 

(2S. 4S. 3J S) -1- r [Nz [4_= (3-xf^/^ ^-)V^Vy>-l 
->f^) #;l^-;i>kf~>yn f2. 2. 21 **b-1->fJH T-fe^/H -4 

[0 12 3] 

(2S, 4S. 3' S) -1- [ fN-^yy^t^y^^^^'N' f4 ~ (3 -J- 
- - , - 2005-3028345 



#M 2004-041407 



^-v: 30/ 



->f;H 73 >H 7-fef-JH - 4 -7^ni^PV 2 =L gjv jjE h 12 

*»W4tR*CU, (2S, 4S)-l-[[N-^Wv*^-N 
_ [ 4 _ ( ^ >7 »p J7 y-)v-i-^v) *^>#;i^-;n£->? n [2. 2. 2] * 

70.0 mg) &XV (S) - ( + ) --^af'/fxffl/x^f^ (28.0 ^L) (2 
S 4S 3' S) -1- [ [N-^> — ;V — N— [4- (3-^-13=- 
->*;wf^Hi^'Jy>-l-'f^) AM'-j^*y^n [2. 2. 2] * * h - 1 - 4 
;V ] 7; y] T-bf-;V] - 4 - 7 ;V * O t' o 'J y ^ - 2 - * # - F 'J ^ (53.8 mg) £ 

MS (FAB + ) m/z: 597 (MH + ). 

HRMS (FAB + ) for C32H42FN4O6 (MH + ) : calcd, 597.3088; found, 597.3108. 
[0 12 4] 

( 2S, 4S. 3' S) - 1 - f TN- [4 - (3 -J- 1 ~>fl ^'-JVt^'J v >-l 
ftji^-ZUfS^P f2. 2. 21 *»V-l->fJH 7^1 7j fe±jV] -4 

*lfc«5fcra*t-UT, (2S. 4S. 3' s) -1- [ 

[2 2 2 ] 7?7] T-t^;V] -4-7;VtnH'niJy>-2- 

# ;v'^- V ij ;v (53. 8 mg) frb, ( 2 S , 4 S , 3' S) -1- [ [N— [4- ( 3 - 
xf^y*;V^^tV'jy'>-l-^JV) *;V^;^'y^n [2. 2. 2] 
1_^;V] 7§y] T-fef-;v] -4-7;V^ntfo'; v>-2-^;V'K-h 1 ;^ (25.2 m 

g) £#fco 

MS (FAB + ) m/z: 463 (MH + ). 

HRMS (FAB + ) for C24H36FN4O4 (MH + ): calcd, 463.2721; found, 463.2690. 

mnw 2 0 ] 

[0 12 5] 
Ut 2 7 ] 



H 8 CN 

(2S. 4S. 3' R) -1- r TN- U- ( 3 - J- fc ffr v# v>-l 
-^f;V) ^u^JVtfy^P f2. 2. 2] 1 - 1 - 737] 7j fe±jV] ~4 

-7^0 tf p V 2 1 U iVO^i 

[0 12 6] 

IS— 18 

(2 S. 4 S. 3 ' R) - 1 - T IN-'OzSJI'* ± 2» JV^~^~N- T4- (3 -J- 
^y^l/^^'Jy>-l-^V) ft>l/^~;nf->?P [ 2. 2. 21 ^1-1 
y^7l 7-b^;vl - 4 - 7;v^p n 'j y > - 2 - > 'J 

*»«4fcRI*fcL-C, (2S. 4S) -1- [ [N-*>5>******#-*-N 
_ [ 4 _ (^>V , f'J7V-;l'-l-^^) ^Jri/jj jvtF — JVIIz/ ? U [2. 2. 2 J 

757] 7-tf-;v] -4-7;v^ntfn V v>-2 1 U ;v ( 

80.0 mg) &XV (R) - (-) -^nf>ixf;vx^;v (32.2 ^L) (2 
S 4S, 3' R) -1- [ [N-^'/y^t^y^^^jv-N- [4- 
yiW-jm^'Jyy-l-^H #;v^-;vvfvy-u [2. 2. 2] **>-l->f 
;v] 7^7] 7-tf-;V] - 4 -yfr*u tfn y 2 h V ;v (78.3 mg) * 

ffi®E# 2005-3028345 



SfeB, 2004-041407 



^-v: 31/ 



MS (FAB + ) m/z: 597 (MH + ). 

HRMS (FAB + ) for C32H42FN4O6 (MH + ): calcd, 597.3088; found, 597.3096. 
[0 12 7] 

(2S, 4S, 3' R) -1- [ [N — [4- ( 3 -J- h V V >~i 

z_l2kl ^^^'-JV^y^n [2. 2. 2] ^ 7 h - 1 - 4 ;*/] 7 5 7] 7-fef-JV] -4 

— 7Jl/^-n b° n U y >-- 2 h V 

tmu^Lx, (2S, 4 s, 3' r) -1- [ [n-^o-v^^^v*^*" 

— ;l/-N— [4- ( 3 --x h ^ v^^^—^kf^V v ^-l- # /t/jj?—/nf v 7 n 
[2. 2. 2] * * h - 1 - 4 /]/] 757] -4-7;^nifO'Jy>-2- 

fc/Hj?^ 1 ^ (78.3 mg) (2 S, 4 S, 3' R) -1- [ [N- [4 - (3 - 

x h -> * jv 'J y > -l - ^ A;v#-;nfy^n [2. 2. 2] 3r7b- 
1-4/1/] 75 7] ;v] -4-7^tDtfnVy>-2-*;V^-f'J;i' (47.2 m 

MS (FAB + ) m/z: 463 (MH + ). 

HRMS (FAB + ) for C24H36FN4O4 (MH + ): calcd, 463.2721; found, 463.2711. 

mmm 2 1 ] 



(2S, 4S. 3* S) -1- [ [N — [4- (3-H Kndr->bfpyy>-i-4^) 
^H>^l^y»n [2. 2. 2] t»f-l->f^] 757] TjfefSQ/j -4-7;i/^ 

[0 12 9] 

(2S, 4S. 3' S) -1- [ [N-^> v;u^v#;v#'~;^-N- [4- ( 3 - 
Kn^-y bfo y -y>'>-i-4 ;v) ftJl/sK— ;utfy g a [2. 2. 2] ;r7 1-l-4;v] 
7 5-7] 7-fef-JV] - 4 - 7;l^^P bf n V y >-- 2 - h V 

fc|SPBM£L"C, (2S, 4S) -1- [ [N-^> v^^^-v*;v^-;u-N 
- [4- (^>y*h'J7v*-;i/-l-/f;i') v#W-;ukrv7 n [2. 2. 2] * 
7 1-1-4/iT] 757] 7-tr^;v] - 4 - 7jvtn t"n >j y y - 2 - *;^f - h 'J ;v ( 
50.0 mg) Sitf (3S) -3-tKD^yt°n'Jy*y (9.1 ^L) (2S, 4S, 

3' S) -1- [ [N-^> v/V*drv#/wi?-/l'-N- [4- (3 — t K n -> tf □ y 
v>-l-4;v) ^^'-jvey^n [2. 2. 2] tn-l-^JV] 75 7] 7-b~7 
;y] -4-7Wnifn';y>-2-*^#-h'J^ (35.0 mg) 
MS (FAB + ) m/z: 527 (MH + ). 

HRMS (FAB + ) for C28H36FN4O5 (MH + ) : calcd, 527.2670; found, 527.2679 
[0 13 0] 

(2S, 4S, 3' S) -1- r [Nj= [4- (3-HKn^ytfn'Jyy-i-^;y) 
gjMj^jVev^TJ [2. 2. 2] ±±±^zXnAlH 757] T±±Jt} -4-7)Pt 

*Jt0l5 fcH4*teLT, (2 S, 4 S, 3 ' S) - 1 - [ [N-'^y^t + yA JVf 
-;u-N- [4- (3 - t Ko^fv tfn 'J ;i7) *;l/^;ve->^n [2. 2 

. 2] -t? h— 1-4 fr] 7 5 7] 7-bf-;v] - 4 - 7;v* n t°n 'J y > - 2 - 
1 U (35. Omg) tf»e> , ( 2 S , 4 S , 3' S) -1- [ [N - [4- 



[0 12 8] 
[ft 2 8] 




mSE# 2005-3028345 
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^-v* : 32/ 



vtrny5»-i->f/i') *;v*-;^->^ D [2. 2. 2] h-i--Ov] 75; 
] 7-tf-;y] -4-7;i/^ntfnV^^-2-*;v*^h V;v (15.2 mg) &#fco 
MS (FAB + ) m/z: 393 (MH + ). 

HRMS (FAB + ) for C2oH 3 oFN 4 03 (MH + ) : calcd, 393.2302; found, 393.2300. 

mmm 2 2 1 

[0131] 

at 2 9] 

O F 

H q CN . . . N 

( 2 S 4 S 3 ' R) -1- [ [N- T4- (3 -HKP^eP')r/-l-0) 
[0 13 2] 



( 2 S. 4S. 3' R) -1- [ rN-^Oy^t^y^^^- ^-N- [_4_z (3-fc 
KP^yK'n')y>-l-^V) yj;v^-;Vtf ygn f2 . 2. 21 j » fc - 1 = d JV ^ 

ijfc«4fcRI*^Ur, (2S, 4S) -1- L [N-^>v^^v^V^;V-N 

80.0 mg) *£V (3R) -S-tKn^n-jW (16.9 ^L) ^J 5 ' 
3' R) -1- [ [N-^>v^**v#^*-^- N - ^4- 

*n [2. 2. 2] f*] T -fe 

_ 4 _-7;v^-n tfn V y>- 2 h U ;V (75.0 mg) %&tz a 

MS (FAB + ) m/z: 527 (MH + ) . 

HRMS (FAB + ) for C28H36FN4O5 (MH + ): calcd, 527.2670; found, 527.2679 
[0133] 



( 2 S 4 S 3 ' R) -1- r TN- Li-z ( .q-EFP^y^'ly/-!-^^ 
glfetfe^ r, 2. 21 ^> -i-^vl 7571 TWl -4-7 ** 

*ifW5fcra*HL"C, (2S. 4S. 3' R) -1- C [N-^/y^«^^ 
- ;V _ N _ [4- (3-tFn^yt'nUy>-l-^v) *j^;^y^n [2. 2^ 

Vvi (75.0mg) (2S. 4S. 3' R) -1- [ [N- [4- 

yt°n'Jy>-l-^f;V) A^-]H?y^n [2. 2. 2] ^h-l-^H T y 
] T-bf-;V] - 4 -7JVinfn y *J>- 2 h U * (38.9 mg) 
MS (FAB + ) m/z: 393 (MH + ). 

HRMS (FAB + ) for C20H30FN4O3 (MH + ): calcd, 393.2302; found, 393.2274. 

imMM 2 3 ] 

[0 13 4] 
[it 3 0] 



0 F 
/=\ H q CN 

tBSE# 2005-3028345 
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^-v: 33/ 



[0 13 5] 

N _ r 4 _ (^>/hij77-^-i-^) ^y*H^ty^ [2. 2. 2J 

(80.0 mg) iBW4-7W7^-4-7x^^yv«S ^l"! 
(2S 4S) -1- [ [N — [4- (4-7WT5y-4-7x^-Jy/ 
*,V^;^-^D [2. 2. 2] ^-n-l-f^-N-^>v>^J;> 
75^] T-bf-;H -4-7;vtnenUy^-2-*^>'J^ (64.5 

mg) zntzo 

MS (FAB + ) m/z: 658 (MH + ). 

HRMS (FAB + ) for C37H45FN5O5 (MH + ) : calcd, 658.3405; found, 658.3414. 
[0 13 6] 

^Is S 4S) — l — [ TN — T 4 — (4-7^ »V7^-4-7x^V^Jy>- 

*lfc«5l:PiI*i:U, ( 2 S , 4 S ) — 1— L [N - [ 4 - ( 4 - 7 + » 7 * J- 
4-7x^^>j*;y-l-^) *;v*^;vtfv*n [2. 2. 2] *f h " \" ^ 0 

(64.5 mg) (2S, 4 S ) - 1 - [ [N - 4 - ( 4 - 7^ 

h _l-^ ;V ] 757] 7^rf)V] - 4 - 7 ;V* o H° n V v > - 2 - * h U * (31 

.2 mg) *f/:o 

MS (FAB + ) m/z: 524 (MH + ) . 

HRMS (FAB + ) for C29H39FN5O3 (MH + ) : calcd, 524.3037; found, 524.3047. 

mmm 2 4 ] 

[0 13 7] 
3 1 ] 

H o CN ... 

[0138] 

*Is S 4S) - i- r rN-^^v^^^v^^^^-N- J4- (N-^;VT5 
7) ^^a^ ^P T2. 2 21 ^T.-1- ^H 7^ 1 7***1 -4 -7 
jvtnt a n'J v > - 2 -jj)V^=- Y V JK?>£-J& 
Wj4t»U, (2S, 4S) -1- [ ^-^K^itKV T^l 

mm 2005-3028345 



#IS 2004-041407 



^-y I 34/ 



50.0 mg) fii^W?^ (2.0 mol/1 THF**. 60.0 ^1) (2 S. 4 S) - 

t*u [2. 2. 2] **>-l->f*] 7?;] T-W] -4-7^ntnU^/ 
_ 2 - # h U (28. 9 mg) SrWfco 

MS (FAB + ) m/z: 471 (MH + ) . 

Rf 0.25 (ftSxf^ : y? / - ;v= 9 : l ). 

[0 13 9] 

fig — Tfi 

(IS 4 SO r fN — U- ^VjLEjLj 

y»p'r2. 2. 21 jjTUZIjk] ^^^1 t**jH gpij~:;>- 2 

Y mm\l%m^x. us, 4S) -1- [ [n-^***^*?*^"? 

_ [4 _ ( N _^fiV7^) *^iVt*y^ [2. 2. 2] ^h-l-^H T 
r^^;v] -4-7;VtDt'n'Jy>-2-*JV*-HJ^ (27.0 mg) ( 
2S 4S) -4-7**n-l- [ [N- [4- (N-^W5^) #;V**-;Vtfy 
*n'[2. 2. 2] **h-l->f*] 7U] T***] ifn U 2 > 

U ;v (10.8 mg) 
MS (FAB + ) m/z: 337 (MH + ). 

HRMS (FAB + ) for Ci7H 25 FN4 0 2 (MH + ) : calcd, 337.2040; found, 337.2040. 

mmm 2 5 ] 

[0 14 0] 

m 3 2 1 



Me' 



H o CN 



( 2 s 4 S) -1- [ TN- T4- (N-J-f-^T^y) g if y 2 n f2. 2 

[0141] 

fas. 4S) - 1- [ rN-^>y^^rV^V^^-N- N - 
j) ^^-^' ->»P T2. 2. 21 ^h-l-^OVl 7^1 T**>H -4-7 

**«4fcRI#J-LT. (2S, 4S)-1- [ [N-^>^V^v^V^;v-N 
_ r 4 _ Uyy^'JTV-JV-l-^V) * * V * 11 y * P [2. 2. 2 J T 

T5 y] T-te?-;v] -4-7;vtnfniJy>-2-*^h'jjv ( 
50 A fflg) iitfxwr/ (2.0 mol/L THF«, 60.0 fi\) frh. (2S, 4S) - 

i - r [n-^********-*-**- [4- (N-xf)V7?;) #;v*~^;vt: 

y*P[2. 2. 2] tn-l-^H75y]7W]-4-7;Vtn^yy> 
- 2 - * /Hi?— h V ^ (24. 6 mg) 
MS (FAB + ) m/z: 485 (MH + ) . 
Rf 0.33 (f£M^-f-;v : > 9 J 1 5 : 1 )• 
[0 14 2] 

( 2S I 4S) -i- [ [N — T4- (N-xf;V7^) # ;v tf~> ^ p 12. 2 

miiE#2 005-3028345 



mm 2004-041407 



^-v : 35/ 



mmm5tmmzLx^ (2s, 4s) -1- [ [n-^v^^v^^-^-n 

_ [ 4 _ ( N _ifjv7^) ->^n [2. 2. 2] tf-^h-l-'ffl'] T 

?y] T-b-^;V] - 4 - 7;Vtnlfn 'J y > - 2 - f U ^ (22.6 mg) frh, ( 

2S 4S) -4-7>U*n-l- [ [N- [4- (N-xfiV7^) ^^-^^'> 
*u'[2. 2. 2] t^h-l-fM 7^] T-tf-ZU] eni;y^-2-*JHP-h 
V TV (11.4 mg) £#7c 0 
MS (FAB + ) m/z: 351 (MH + ) . 

HRMS (FAB + ) for C18H28FN4O2 (MH + ) : calcd, 351.2196; found, 351.2181. 

mmm 2 6 ] 



(2S. 4S) -4-7^tn-l - r TN- T4 - (N - ~7°n tf ^7 § y ) ftjj/jj^jk 
g~>?p T2. 2. 21 **>-l->fJH 7^1 y-fef-JH E°n'Jy>-2-^;v^' 



(2S. 4S) -1- [ rN-^vy^t^^^^^-^-N- f4- (N -^p^T 
^y) #;y^~;VH-y^n [2. 2. 2] * » h - 1 - ^ /H T^l -4- 
7 )V t n tf n u v > - 2 - * ;v^— h V ;vco^j& 
Hi^4fclf«tLt, (2S, 4S) -l - L [n--*>-v;v*^>#;i^";v-n 

_ [ 4 _ (/<>v'hiJ7^-;v-l-'f;V) t^ry*iV*-^t'y^n [2. 2. 2] * 

50.0 mg) *5J:tf^nejUT5 * (10.0 M 1) ^<b> (2S, 4 S) - 1 - [ [N-^> 
v*;V**~>#;Vtff-;V-N- [4- (N-7"nf;V75/) ^v^-iVfy^n [2. 2 

2 ] ^ i> - l -'f ;v] 75/] T^^;v] - 4 -7^*n tfn V yv- 2 
h 'J ;l/ (28.7 mg) £#fc Q 
MS (FAB + ) m/z: 499 (MH + ). 

Rf 0.38 (iS^f^ : y ^ y -;v= 1 5 : 1 ). 



(2S. 4S) - r TN- T4- (N-7'nb'^ 7^) #;i^--;V 

H'vy-p T2. 2. 21 *^h-l->fJH 7^1 7±±jV] tfnUyy-2-^^^K 

WJ5^»CU, (2S, 4S) -1- [ [N-^v;V**v#^-^-N 
_ [ 4 _ (N-7°nt';V75y) # ;V e v y- p [2. 2. 2] ^^h-l-^^J 

T-tf-;V] - 4 - 7 jl/t n tfn 'J y > - 2 > V il' (25.8 mg) frb, 

(2 S 4 S) -4-7^*n- 1 - [ [N — [4- (N-7 a o t°jl/7 5 >0 jjfrtf-fr 
tf~>*p [2. 2. 2] ^h-l-^V] 7^] T-fef-^v] t"n'jy>-2-*^ 
-hUA/ (14.9 mg) 4r&fco 
MS (FAB + ) m/z: 365 (MH + ). 

HRMS (FAB + ) for C19H30FN4O2 (MH + ) : calcd, 365.2353; found, 365.2382. 

mmm 2 7 ] 



[0 14 3] 
Kb 3 3] 




[0 14 4] 



[0 14 5] 



[0 14 6] 
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36/ 



[4b3 4] 



H ft CN 

( 2 S 4 S) -1- [ TN- T4- (N-v^n-/n tf;VT^ j) U frtf-*Vl>* v 
[2. 2. 21 73^1 T* ^>H -4-7)VtPlfP'Jy>-2- 

[0 14 7] 

4S) - 1 - [ r N-^>v;V^^v^^^-^-N- T4- (N->^ P^ 

jMtzj ■ r 2 . 2 21 ^-i-^vi r^l f5± Ml 

^»CLT, (2S, 4S) -1- [ [N — ^ > v * - N 



_ r 4 _ (^✓'/hijr/-A'-l-0) t^y^j^-jHiy^P [2. 2. 2J * 
50 0 mg) jsXV t *s?U'7v*n'T$> (8.0^1) ( 2 S , 4 S) - 1 - L [N- 

n [2. 2. 2] **>-l->f>H 7?/] 7W] - 4 -7Mni;n'jy/-2 

(31.6 mg) %%tz 0 
MS (FAB + ) m/z: 497 (MH + ) . 

Rf 0.35 (ftfif-Ji' : i5:i). 

[0 14 8] 

^— Tff 

(V S 4 S ) -3 - r TN- T4- [Nz^PTWO ^ ^i^jV^i^g 
T2. 2. 21 ^h-l-^l T^yl T-fe-^JH - 4-7JVtP^P'Jy>-2- 

«fc«5fcH#CU, (2S, 4S) -1- C T 7 

_ r 4 _ ( N _y^n7nK>7?;) *;i/^)Vey^n [2. 2. 2] *?h-l- 
T ^yl T-fef"^] - 4 - 7;UtP t°P'J y y - 2 - > ^ ^ (30.1 mg) 

(2S 4S) -1- [ [N — [4- (N-y^7 I oli>7U) *;V*f~;ve 

_ 2 - # h 'J ;v (16. 7 mg) £#fc 0 

MS (FAB + ) m/z: 363 (MH + ). 

HRMS (FAB + ) for C19H28FN4O2 (MH + ): calcd, 363.2196; found, 363.2217. 

mmm 2 8 1 

[0 14 9] 
Ut 3 5 ] 

Me O F 

f 2S AO - a--7ji^p-i- r fN- T4- (K -i-**)v^*n'T$;) * 

jj^^jr u T2. 2. 21 y jT ] 7W Un'J^-2 

[0150] 

(7. S. 4S) -1- r rN-^>^t^v*^^-N - T4- (N-l-*^ 
" w * " "~ " miiE# 2 005-3028345 



#® 2004-041407 



^-S> : 37/ 



1 - 4 —yfryfu tiP *J 2 y U 

«#!I4 fclfl^ULT, (2S, 4S) -1- [ [N-^v^^vrt^-^-N 
_ [ 4 _ (^>y> i; 7>/-;V- 1 ->f /U) t^'>*^-^^'>^ u [2. 2. 2] * 
T^y] T-b^;v] - 4 - 7;Pin t'n 'J y > - 2 - - > 'J > ( 
50 0 rag) £ £Z>*1 - ^f;Vxf;V7^ > (10.0 fi ( 2 S , 4 S ) - 1 - [ [N 

-^>^;i/**v#;V**~;V-N- [4- (N- 1 ->fJVxf;V7? ^^-^^* 
vy-p [2. 2. 2] ^h-l-^*] 7^] 7^f;V] -4-7;^ot*n 'jy> 
-2-ii h 'J ^ (33. 6 rag) *%tz 0 

MS (FAB + ) m/z: 499 (MH + ). 

Rf 0.25 (lf=^f-;K^ * 7 -;v = 2 o : l). 

[0151] 

^| — X3g 

(2S. 4S) -4-7fr*P-l- [ fN — T4- ( N - 1 - ^ ± JV^±jV7 5 I ) g 
jy.f-jVb'yyn f2. 2. 21 ^-^ b— 1— -fJVl TJ_yJ 7jfe±jV] K°P ] Jv>- 2 

~ «M5h|WI«^LT. (2S, 4S) -1- [ [N-^J"^t*'>*^->l/-N 
_ [ 4 _ (N-l-^f;Vxf;V75 7) *)V#r.;Vt'y^o [2. 2. 2] 
-^f;V] 7?;] T-fe^^] - 4 tfn y yy- 2 -*;VsK— h V ^ (31.2 mg) 

frb, (2S, 4S) -4-?;V*n-l- [ [N — [4- (N-l-^^^7 
5 y) *,y^e^o [2. 2. 2] h - 1 - 'f 757] T*^*] ^'J 

v > - 2 - * /U«K— h 'J ;V (15. 7 mg) fc^fco 
MS (FAB + ) m/z: 365 (MH + ) . 

HRMS (FAB + ) for C19H30FN4O2 (MH + ) : calcd, 365.2353; found, 365.2345. 

mmm 2 9 ] 

[0 15 2] 
[it 3 6] 

Me.. 



(2S 4S 1' RS) r TN- T4- (N- l-^^7°Ptf 

;VT^y) #W-;vbTv^P [2. 2. 2l frgh-i-^/H 7<7l tf 
n'j->'>-2-)> ;v^'- h 'J 
[0 15 3] 

(2S, 4 S. 1' RS) -1- r rN-^^^^^^rv^^^-^-N- 14- (N — 
l-^f;V7°ntf;^7^) AJV^iVey^n f2. 2. 2l 7 5 
71 - 4 -7jv^-p h°p 'J 2 h V ;v<t)-£-j& 

**«4fcR*CU, (2S, 4S) -1- [ [N-^>-»t^fy*iV#-^-N 
_ [ 4 _ y y pj7 y — ;v — l — ;v) ^ V* ;v^-;v^->y- o [2. 2. 2] * 

s? y ^ 1 — s( fr-] 757] T-bf"^] - 4 - 7 t n t"n 'J y > - 2 - * iV*'- f 'J ^ ( 
50.0 mg) is**/ 1 -^f-;vyntf;V7 5 > (12.0^1)^, (2S, 4S, 1* RS 
) _ 1 - [ [N-^>v;V^^r'>*;V5}?-;V-N- [4- (N-l-^f^n^T? 

y) A;v^)vey^n [2. 2. 21 **h-i->r*] 75^] 7-fe^;V] -4-7 
;vintfn'Jy/-2-*JV h V ^ (32. 0 mg) £t#fc 0 
MS (FAB + ) m/z: 513 (MH + ). 
Rf 0.33 (ff=Stxf-;V). 
[0 1 5 4] 

mSE# 2005-3028345 



mi 2004-041407 



^-v : 38/ 



(Is. 4S. 1' RS) -A-7**u-l- [ TN— T 4 — 

pij->'>-2-i> 1 u ;ke>^j% 

M5^#iat, (2S, 4S, 1' RS) -1- [ [N-^^y>^->*^ 
^-;V-N- [4- (N- 1 f^yn tf;VT 3 / ) # ;V fcf ~> * n [2. 2. 2 

* (29.0 mg) (2S. 4S, 1' RS) -4-7>U*n-l- [ [N— [4- ( 

N.j-^^nt^T?;) *^f-;vt^>^n [2. 2. 2] h - 1 - >KI 
7? ;] 7 -fe tf n i; V s ' ^ - 2 - # /UsK— > U ^ (14. 9 mg) fcfffco 

MS (FAB + ) m/z: 379 (MH + ) . 

HRMS (FAB + ) for C20H32FN4O2 (MH + ) : calcd, 379.2509; found, 379.2497. 

mmm 3 0 ] 

[0 15 5] 
[ft 3 7] 

Me O F 
H & CN 

(2 R. 4S) -1- r TN- Li_= (N-2. 2 - V^±n^±JkTJ , I ) *JUM^i± 

ev^n f2. 2. 21 ^i-i-^H r^yl 7^£jv] -4-7;^ pH'p'Jy 
>- 2 i u ;kp£-j£ 

[0 15 6] 

(2S, 4_SJ -1- [ rN-^^y^^"^^^^^— J^— N— T4- (N -2, 2—V 
ptf-^kf-^T^y) ^Wf-JV^y^P f2. 2. 21 ^1-1-^1 7^ ] T 
■b^-^l _ 4 _ 7; y^-n bf n y y y- 2 -ft 1 u 

«*«4fcW#^UT. (2S, 4S)-l-[ [N-^********-*-^ 
_ [ 4 _ (^y yj. i; 7 y'-;v- l - >f ;V) i^f y*;Wf-JVH % >^n [2. 2. 2J X 

50 0 mg) £ «£ t>* 2 , 2 -y7f;vxf;V7? > (12.0 p 1) (2S, 4S)-1 

_ |; [ N -^>v-;V^^v*^#"^-N- [4- (N-2, 

) #;V^;H?v^n [2. 2. 2] * * h - 1 - 737] T-te^H -4-7* 
*n tfn 'J v>- 2 -# h 17 (31.5 mg) £#/i 0 

MS (FAB + ) m/z: 513 (MH + ). 

Rf 0.45 (ifxf;v). 

[0 15 7] 



(2 S. 4 S) - 1 - r fN— U- (N-2. y.-^f^xW^) ^jVjj£^k 
tfv^n 12. 2. 21 ^l-l--OH 75/1 7-bf^l -4-7^t neo'jy 

*Jfe«5fcRl*^Lt:, (2S, 4S) -1- [ [n-^^;v**->#***-*-n 

_ [ 4 _ (n-2, 2-y7fJVifiV7 5;) *;v^xjnfy^a [2. 2. 21 * * 
^-i-^jv] 7;;] 7-b^^l - 4 -7;vtni^n'j 2 -#;vtff- > V ;v (28 
.9 mg) (2 S, 4 S) -4-7/l/*n-l- [ [N- [4- (N-2, 2-V* 

f^xf;V75y) 5&;v^-;vtfv^n [2. 2. 2] ^1-1-^1 7 3/] T -fe 
f- ;v] en';y>-2-* 1 V ;v (17. 3 mg) £#fco 
MS (FAB + ) m/z: 379 (MH + ). 

HRMS (FAB + ) for C20H32FN4O2 (MH + ): calcd, 379.2509; found, 379.2518. 

ffifiE# 2005-3028345 
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^-v : 39/ 



[H«J 3 1 ] 
[0 15 8] 
lit 3 8 ] 



H g CN 

( 2 s 4 S) -1- [ FN — T4- (N-y^n^v^T^ y ) tj ;wi?-;v H'v ^ a 
f?,. 2. 21 ^1-1-^1 75;1 7l ±jk] -4-7^tneP'J-/^i 

[0159] 

( 2 s * 4 S) -1- r rN-^'/yJVt^ry^^^^-N- T4- (N-v^a^ 
y;y 7 W) ^jjjvgUa f 2. 2. 21 ^ ^1-1-^^1 7^ ^1 T^^L 

_ 4 _ 7 )v tP^'a U v v - 2 - z7 ;v 1 V ;vo £-J& 

Hife«4fcra*HLT, (2S, 4S) -1- [ EN - ^ v M^>*^f * ~ N 
_ r 4 _ ^ y y H j 7 y_;v_i-^l,) ^^f- # ;V*K~;l/tf v ^ n [2. 2. 2] * 

75;] r-fef-^] -4--7;v^ntfDiji;y-2-7j;v^-h V * ( 
50.0 mg) ^i^/^A^T^J' (13.0 //l) (2S, 4 S l) - 1 - [ CN 

-^>v;v^^rv77;v^-;v-N- [4- (n-^oa^>;v7?;) * jV *- J1/by 
*n [2. 2. 2] *^h-l->f^] T5/] -4-7^nKn-JJ»- 
2-tJ;V**— h'JJV (35.0 mg) £#fco 
MS (FAB + ) m/z: 539 (MH + ). 
Rf 0.35 (f^m^-^^)- 
[0 16 0] 



(2 o 4S) -1- r [N- T4- (N->^PAJpy»7^) ft JHET~;vtf a 
f2. 2. 21 ^- ^ h — 1 T JVl 7571 v > - 2 - 

i^WsTiwFLT, (2S, 4S) - I" t [N-^^y^^ry*^^-N 
_ [ 4 _ (n-->^ nA^yjVT 5 y) *;v^;Hfyyn [2. 2. 2] 
-f;vl 7 5 /] - 4 --7;v^-ntfni; y->-2-*;v^->')^ (31.6 mg) 

(2S, 4S) -1- [ [N — [4- (N-y^A^>^7?y) 
*s*u [2. 2. 21 **h-l-^] T?;] T-tef-*] -4-7HnKn'jy/ 
-2-ii 1 U ;v (17. 5 mg) £#7^ 0 

MS (FAB + ) m/z: 405 (MH + ). 

HRMS (FAB + ) for C22H34FN4O2 (MH + ) : calcd, 405.2666; found, 405.2628. 

mnm 3 2 ] 

[0 16 1] 
3 9 ] 



H o CN 

( 2 s 43) _]- [ [N- T4- (N-^>y^7 5;) g tf y » P [2. 

[0 16 2] 

miE# 2005-3028345 
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^-v: 40/ 



( 2 S. 4S) -1- [ fN- T4- (N-^Ov^T^^) ftJj/jj£ 1 jV ^v_g_g [2. 
2. 21 ^^h-l--f^1 -N-^>y^t^y^i^-^7 ^1 T-trf-JH -4- 
-7 ;v ± u \£ u u V y - 2 - b U 

mmitmm^Lx, (2 s, 4S) -1- [ [n-^3>***~>*jm^-*-n 

_ [4 _ h ij 7V-JV- 1 -4 ;v) t^y^V**-^^>^n [2. 2. 2J :f 

^ h _!_>f>U] y^y] T^r^;v] -4-7)V*uW) V>- 2 - * >I"J?- h V A> ( 
50 0 mg) fci^yy>7^ (13.0 ^ 1) frh, (2 S, 4 S) - 1 - [ [N- [4 
_ ( N -^^75;) #;w#?~;Vtfv*n [2. 2. 2] h - 1 ->f ^-N-^ 
yy'jV^y*)^-^] 75/] T^;H - 4 - 7 * * O M U U v > - 2 - * - 
h V ;V (32.1 mg) 
MS (FAB + ) m/z: 547 (MH + ). 

Rf o.3o mm^fr)- 

[0 16 3] 



( 2 s. 4S) -1- r [Njz T4- (N-^^v^T^y) gjVjj ^jVe^P T2. 
2. 21 *?h-l->fV] T^yl -4-7JV^-nfcrnuy>-2- ^JV^ 

mmsTmmzLx, (2s, 4S) -1- [ en- [4- <n-^*t*>o 

75; ] r-fe^^] -4-7;V^-nifniJ^>-2-*;V^->U;V (30.0 mg) *»5>, 
(2 S 4S) -1- [ [N— [4- (N-^>y>75/) #;v^;Hfv^n [2. 
2. 2] **h-i-^;v] 7?;] r^f-;v] -4-7;Vint"n'j v>-2-#;v# 
- b V ;V (13.7 mg) *#7t 0 
MS (FAB + ) m/z: 413 (MH + ). 

HRMS (FAB + ) for C23H30FN4O2 (MH + ): calcd, 413.2353; found, 413.2345. 

mmm 3 3 1 

[0 16 4] 
lit A 0] 



H 8 CN 

(2 S. 4S) r fN- T4- (N-7x-JV7<7) gj Vjj^jj/ 

tfv/n T2. 2. 21 *»h-l->f;H T^ l T-b^l tfpijy>-2-_»JMi 

[0165] 

(2S. 4S) -1- r rN-^^^t^rV^^^-N- U~ (N-7x-;V7 
^y) #;y^-;l^>^P [2. 2. 21 * ? > - 1 - >f ^ ] 7 j_ ZJ T -fe^^l -4- 
•7 jv ^- n tf p V v > - 2 - i3 ;VaK~ h 7 J JK?>^J& 

»4J:«U, (2S. 4S) -1- [ [N-^v^*******-*-* 
- [4- (^yyWV-^-l-^H t^y*JV**-^^^ c l 2 - 2. 2J * 
^l»-l->f;i/] 7?;] T-fef-Zl'] - 4 tfoV 2 -#>1/jK_ h V ( 

50.0 mg) SitfT-U > (10.0 ^1) (2 S, 4 S) -1- [ [N-*^** 

^ ;v-N- [4- (N-7x-)V75 / ) #;V#~^vyn [2. 2. 2J 

^-^ h _ 1 _^;v] T-tr^.^] - 4 -7Mnfn V v>- 2 h V JU 

(35.4 mg) SrWfco 
MS (FAB + ) m/z: 533 (MH + ). 

ffifiE# 2005-3028345 
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^-v : 41/ 



Rf 0.33 {wm.^^-^^ y = A : 1} - 

[0 16 6] 

lls Vs) -4-7^n -l - r FN- f4- (N-7x_ ^ 7^) |jV^ 

~^i£cfS *r 1 t f?S 4S) -1- [ [N-^v^*->*^*- ;V - N 
_*4_ (N -7x^7^) #;v*^;vi£v*u [2. 2. 2] ^f/" 1 .-^ 

(2S Is) - -7;vtn-l- [ [N — [4- (N-7x^75/) 

— 1 U ;V (16.6 mg) *#^o 
MS (FAB + ) m/z: 399 (MH + ). 

HRMS (FAB + ) for C22H28FN4O2 (MH + ) *. calcd, 399.2196; found, 399.2220. 

[«#!) 3 4 ] 
[0 16 7] 
Ut4 1] 



H g CN 

(2 e d -4- 7jV±HzLJ - r TN - L4j= (N-3-KFn^rv7^>fiV 

i) y > - 2 - 1 'J fr<Q&l& 

[0 16 8] 

17^4S) - 1 - _[ r^-^>v^^^^^ )V - N - U ~ <N-3-fcKP 

J^vtvUr J/»**^»g**n F 2. 2. 2] t ^JL^l^A^ 

^11X^^^(2 8, 4S) -1- Hi^^^>*^^ "N 

_ rl- K/v'HJ7y-;v-i^^) ^j/*^*if^n [2. 2. 2] * 

cnn^l feJ-rn-TS/T^vy^;-^ (18.9mg) (2S, 4bJ 1 L 

) *JM^)H^*n [2. 2. 2] 7^] T***] -4-7* 

tnfo'Jy>-2-*^ > U * (40. 0 mg) fc#fco 
MS (FAB + ) m/z: 607 (MH + ) . 

Rf o.33 mm^^-^ 9 : 

[0 16 9] 

^Britfe^^>»p r 2 . 2 iLigTzizZik] zmxS±^H 

^-1-4*] t^/] 7^f;v] -4-7;vtn^ijy>-2-^ r W 

( 37 4 mg) (28, 4S) -4-7^-1- ■[ [N- (N - 3 - y 

y] T-b^;V] tin 'J v>- 2 -#;V#- b V * (21.9 mg) &#/c 0 

miE#2 005-3028345 
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: 42/ 



MS (FAB + ) m/z: 473 (MH + ) . 

HRMS (FAB + ) for C 2 6H 3 8FN40 3 (MH + ): calcd, 473.2928; found, 473.2952. 

mmm 3 5 1 

10 17 0] 

Hb4 2] 

o 



H 8 CN 

(2S -A--7fr*o-l- ["fN- T4- ( N-2-^Kn^v J .f-^T^/ 

[0171] 

( 2 S, 4S) -1- [ rN-^^y'^^-^^^^^-^-N- [4- (N-2 -bKP 
^^75/) ^^e->»n T2- 2. 21 h— 1 — T >ul ZAZJ Z± 

#E*«4fcra*^UT, (2S, 4S) -1- [ [N-^v^ * * '> * * N 
_ [4 _ (^wh 1; 7^/-;v- 1 -4 ;v) ***/ijjm=-Jm v*n [2. 2. 2J * 

50.0 mg) 33*^2 -7 5^^-* (6.9 mg) (2 S, 4 S ) - 1 - ■[ l_N_ 

^>^**V*^-*-N- [4- * 
H->^o [2. 2. 2] ^h-l-^Kl 7?;] T^f-;V] -4-7^otnyy 
^ _ 2 - * h 0 ;V (27. 2 mg) fcfffco 

MS (FAB + ) m/z: 501 (MH + ) . 
Rf 0. 31 (y^nn^r/:^/-)V=l 5 : 1 ) . 
[0 17 2] 

(2S 4 S ) -a-7^p-1- r fN- T4- (N-2-^Fn^ yxW^ 

mm^tmmz-^^ (zs, 4S) -1- [ [ N -^**** v **tr+I? 

_ r 4 _ ( N -2-tKn + ->iW5;) A^^il/ey^n [2. 2. 2] b 
757] T-fe^;V] - 4 -7)Vtn tfn 'j y 2 f >j JV (25.0 
me) *b (2S 4S) -4-7**n-l- [ [N — [ 4 — (N-2-*Kn*-> 

] fl/*r— 1 0 (12. 2 mg) fc#fco 

MS (FAB + ) m/z: 367 (MH + ). 

HRMS (FAB + ) for Ci8H 28 FN4 03 (MH + ) : calcd, 367.2145; found, 367.2150. 

mum 3 6 1 

[0 17 3] 
lit A 3] 

H o CN 

(2S. 4S) -A-y»**-i - r [Nz T4- (N-3-eov;v^;vT3^1- 

j,^-K-y ^ T2. 2. 21 EUZUZ Z] T ^ l 7 ^H HPQv^ 

tBIE# 2005-3028345 



#M 2004-041407 



^-v: 43/ 



2 - ft )V^=- i 'J jvo^-^s 
[0 17 4] 

^r7? S 4S) -l - r rN-^>y/u***>***-* - N - r4 ~ (N ~ 3 ?^-^ 

,,,1 _ a --iibtnv'n U ^ >- 2 -fl 1 'J JHft£-J& 

^^iml w^Lr, (2S, 7sTl- [ [N r^^o^H^ 

^_i-\f;v] 7^f;H - 4 - 7 n en y v y - 2 - * W < 

50 0 me) £ J: tf3 -tf'J y;MW5> (12.0 ^ 1) *<b, (2 S, 4 S) l L 

kl^//u I* 2. 2] T***] -4-7^n.n 

i; ,^ y _ 2 - * h >; ;V (36. 2 mg) 4§^o 

MS (FAB + ) m/z: 548 (MH + ). 

Rf 0. 33 (y7on^n:^/-^=l5 : l ) • 

[0 17 5] 

lis ® 4 S) -A-y^U-l - r TN- Li _ = 

^ff^^(2S, 4S) -1- ^N-->^ rr ^-N 

(2S 4S)- wVl- L EN" [4- (N^-^JWf^ 

o'Jy>-2-* n/sK— h U ^ (14. 0 mg) SrWfco 
MS (FAB + ) m/z: 414 (MH + ) . 

HRMS (FAB + ) for C22H29FW5O2 (MH + ) : calcd, 414.2305; found, 414.2311. 

mmm 3 7 ] 

[0 17 6] 
Hfc4 4] 



H 8 CN 

(2S 4S) -4-7^n-l - [ TN — [ 4 — (N - 4 - 2 jV±n^^Z 

- 2 -7&;v^^ 1 12 )V<0^i 
[0 17 7] 



Z ^ i - ,l - - 7 ;v * n H° n V y > - 2 - ft £ gf - 1 1 J >k £ ^ ^ , „ „ AT 

_ [4- K/'/b'J7^-l-^) ******-/Hiv* n [2 2 2J * 
fJH 757] 7***] -4-7;Vtn^-jy>-2-*^HJM 
50.0 mg) ^J:C4-7>U*n^>5;>UT5> (13.0 pi) (2S, 4S) 1 

;^;Vlf^n [2. 2. 2] **h-l~^V] 757] 7***1 -4-7;V*n 

m=iE#2 005-3028345 



#12004-041407 



^-v : 44/ 



MS (FAB + ) m/z: 565 (MH + ). 
Rf 0.48 (^m^^-^ ^ y - )V=Z 2 0 : 1)1 
[0 17 8] 

* ( ;f 4 S ) -*--7**n-l- [ Lib f4- (N-4-7jl:±n^2k^ 

(2s, 4S) 1 l ljn j 2] ^ h 

[A /si - -^tn-l- [ [N — [4- ( N -4-7;v*n^ 

] t"n'Jy>-2-* fl/sp— > U ^ (17- 3 mg) £#fco 
MS (FAB + ) m/z: 431 (MH + ). 

HRMS (FAB + ) for C23H29F2N4O2 (MH + ) : calcd, 431.2259; found, 431.2246. 

mnw 3 8 i 

[0 17 9] 
I4t4 5] 




CN 



(2S, 4 



u [2 



[0180] 



(2 S 



S ) 1 1 |_ J.N L "" ^- LN ✓ ^ — : = 

2 1 ^-^^-T-^jVl -N-^V^ ^^^y*^^-^ 7 



n [2 ' z 1 a '/ i' j- — - ■ -- j ^ — ^ — 

SOOmg) SJ^^Jo^TS* p^^^^ 2 ^ 2 2I *Vh ~ 

y _ 2 - # fl/tf— Y U ^ (40. 0 mg) £#fco 
MS (FAB + ) m/z: 623 (MH + ) . 

Rf 0.63 mwt^^)- 

[0 18 1] 

u \2. 2 



ffif»2 005-3028345 



mm. 2004-041407 



^-v: 45/ 



frb, (2S, 4S) -1- [ [N— [4- (N-y7x^Wfj!/7?;) ft;i/^ 
;nfy^n [2. 2. 2] h- 1 -'f ;v] 757] 7-bf;v] - 4 - 7JVtn t°n y 
y > - 2 - ft 1 y ;i/ (20. 3 mg) 
MS (FAB + ) m/z: 489 (MH + ) . 

HRMS (FAB + ) for C29H34FN4O2 (MH + ) : calcd, 489.2666; found, 489.2675. 
[**#!) 3 9 ] 
10 18 2] 
[ft 4 6] 




(2S, 4S, 3' S) -1- [ [N — [4-[N- ( 1 > v Jl/ n y y > - 3 - ± 
;V) 7^1^)^;^'y^D T2. 2. 2] ^7 1 - 1 --f 7 5 7] Tjbf^] 
-4-7;Knifnyy>-2 -ft h y ;t-o£-j& 
[0183] ' ~ 

(2S. 4S, 3' S) -1- r [N-^>yJVt^r->^)^'-^-N- [4-[N- ( 
l -^yV)V\£u y yy- 3 = _£jv) 7 5 7]ft ;v^;vfcf y 7 n [2. 2. 2] ±? h 
-1--0H 757] 7^^jv] - 4 - 7 ;^ d b'p 'J y > - 2 - ^/ f 'J 

Ifti4 ^[WJ^tlCLT, (2S, 4S) -1- [ [N-^>y;^^fy*JV^JV-N 

- [4- y V 1 y 7 V— — 1 — 4 fr) t^y^iV^Hfyyn [2. 2. 2] * 
^ 1 — 1 — -Ow] 7?/] r-t:f-;v] - 4 - y;v^-n tf n y yy- 2 -ft 1 y )V ( 
50.0 mg) ££^3 (S) -7?;-l-^>yJVt?n'Jy'> (20.0 ^ 1) (2S 

, 4S, 3' S) -1- [ [N-^>y;vt^ry^ /ujK-/u-N- [4-[N- (1-^ 
yy?v\£ n v v>- 3 -4 ;v) 7;;]*^*-iHfy^n [2. 2. 2] tn-i- 
-f;v] 7 5 7] 7-fef-;p] - 4 -y^n tfn y V y- 2 -ft;v^- }> y ;v (36.9 mg) 

MS (FAB + ) m/z: 616 (MH + ). 

Rf 0.25 (y7nn7 7>:7 7y-;v=2 0:1). 
[0 18 4] 

(2S, 4S, 3' S) -1- [ fN- [4-[N- ( 1 > y ^ n y v > - 3 - ± 
)±) 7^7UJ^J^y^D \2. 2. 21 ^7 1-1-^1 75 7] 7-fe^;V] 

- 4 - tf n u yy- 2 -ft;i^'~ 1 y frco&tfc 
*^5ii^:U, ( (2S, 4S, 3' S) -1- [ [N-'*> v"^** vft ^ 

N- [4-[N- ( l -^yy;nfo y v>- 3 --f ;v) 7 5;]*;v^;nfy 
7u [2. 2. 2] 757] 7-b^;v] - 4-7*tnea"jyy- 

2 - ft;i/tff- 1 y JU (34.5 mg) fr(b, (2 S, 4 S, 3 ' S) - 1 - [ [N- [4 - [N 

- ( l -^<y v;m°n y y y- 3 —4 n0 75/]A^*-;nfy^n [2. 2. 2] * 
n-l-^v] 7 5 7] 7-fe^;v] - 4 - 7JVtnt"n y y y- 2 -ft;i/^ > y ;v ( 
11.7 mg) fcfffco 

MS (FAB + ) m/z: 482 (MH + ) . 

HRMS (FAB + ) for C27H37FN5O2 (MH + ) : calcd, 482.2931; found, 482.2926. 

\%mm 4 0 ] 

[0 18 5] 



ffif£# 2005-3028345 



#12 0 0 4 -0 4 1 4 0 7 46/ 




[-ft 4 7 ] 



1*0. 



H (j CN 

[0 18 6] 

Ul3tH8ia x, (2S. 4S) -1- I > *^** V ***-*r 

n ri- («>'/H77-»-l-«) ^-#->*)W*-^t v#D [2. 2. 21 
% It x _ ( 7 ,v] 7 * ✓ ] T***] - 4 - 7**n en y V - 2 - ■ * f 'J * 

(50 fl mc) *J;I)'2-7**Bif-*r 5 (11.2 ">g) frb. (2S, 4 S ) - 

i**i*l»^ D [2. 2. 2] *>>-l--f*] 75.1 T***] -4-7,.* 
CUfmJ v>>- 2 h'J* (33.9 mg) *#fco 
MS (FAB*) m/z: 503 (MH*). 
Rf 0.33 (BIif)l:> V-*=15: 1). 
[0 18 7] 

S (lf 4 S) -4-7**D-l- [ [N — [4- (N-2-7MnxW^) 

2 jSS:i^£^ (2s, 

*ju#-/n£V*n [2. 2. 2] **t— 1--OH r-c-r^J 
tfn U v > - 2 - * > U ^ (14- 2 mg) ^c%tz Q 

MS (FAB + ) m/z: 369 (MH + ). 

HRMS (FAB + ) for C18H27F2N4O2 (MH + ) : calcd, 369.2102; found, 369.2103. 

mmm 4 1 ] 

[0 18 8] 
[It 4 8] 

[0 18 9] ~ 

~~ m«E# 2 0 0 5 - 3 0 2 8 3 4 5 



mm. 2004-041407 



^— -J : 47/ 



(2S, 4S) -1- L LN-^ > v ; V ***** # - * - N 
_ [4 _ ^ y , /MJ7 >/_ ; v-i-^v) ^-^->*;v^-;vt:v^n [2. 2. 2 J * 
* j. _ 1 _ 4 75^] T-fe^;v] -4-7;vtnt"D'jy-/-2-^v*'-HJM 
50.0 mg) ioJ:^2-y7/x W 5> (9.0 „ 1) (2 S, 4S)-1-[[N 

_ r 4 _ ^V^j^'y^n [2. 2. 2] 

_ 2 - # 1- U ;V (29. 1 mg) &#7"c 0 

MS (FAB + ) m/z: 510 (MH + ). 
Rf 0.40 (ftKif^:> ? ^ 9 : 1). 
[0 19 0] 

— 1 — r TN — r 4 — fc 2-y77x W? ^M£^ 
n T2. 2. 2] 



«*W5kH*i:U, (2S, 4S) -1- [ [N— [4- 
r?y) *^K^n [2. 2. 2] ^h-i-^-N-^v;v**v*;v 
7?;] T-t-^l/] -4-7;Vtnt'n'jy>-2-*;V^f'JiV (25.2 mg) 



*<b, (2S, 4S) -1- [ [N- [4- 
jvt'y^n [2. 2. 2] 1 — 1 — ^] 

yy-i — n > V ;v (14. 5 mg) £ff 

MS (FAB + ) m/z: 376 (MH + ). 
HRMS (FAB + ) for C19H27FN5O2 (MH + ): calcd, 
[HJfcfll 4 2 ] 
[0191] 
[ft 4 9] 



( N _ 2 -y7yj-f^7S/) 
7;;] r-fef-^] -4-7;vtnfn'J 



376.2149; found, 376.2161. 



Me' 



h M 



( 2 S 



4 S) 



O CN 



->^p \2. 2. 2] 



[0 19 2] 

(2 S , 4 S) - 1 



[ [N 



y) ^M-M-^n T2. 2- 21 * » h - 1 - >f *1 7^1 T-fc^H -4-7 
i^nE J n')y>-2-^ > V ^<^J% ^ , _ 

«4^iCtt, (2S, 4S) -1- [ [N-^^^** 3 :?*?^"? 

50.0 mg) ^ilFyf*75> (11.5 M \) (2S, 4S) -1- C ^"^v 

*****/H?-*-N- [4- *^-^^ n ^2 2 2 

] *?Y-1--(*1 T<;1 T***] -4-7^tnK°n'jy>-2-*^-HJ 

;v (44.0mg) =Sr#7to 

MS (FAB + ) m/z: 513 (MH + ). 

Rf 0.25 (f^afej.f-;v). 

[0 19 3] 



miE#2 005-3028345 



#M 2004-041407 



^-v: 48/ 



( 2S, 4S) -4-7fr*u-l- r fN — U- (N-7'f;V7^ ) 
v^g T2. 2. 2j 7^1 eo ')y>-2-^^ 

**W5fcBM*fcLt\ (2S, 4S) -1- L [N-^>yiVt^v^^ : ^-N 
_ [ 4 _ ( N -7-f)vr?;) AjV^^t'y^n [2. 2. 2] * * h - 1 - < >KI 7 
- y] r-fe-f-;!/] - 4 -y^Jru tf n 'J v^- 2 -#/l/sJ?— b V ^ (37.0 mg) frh, ( 
2S 4S) -4-7fr*u-l - [ [N — [4- (N-7*f;V7^) 
*n'[2. 2. 2] 7?^] T-b^;v] tfn U V V - 2 - iJ b 

U fl/ (22.8 mg) £#fco 
MS (FAB + ) m/z: 379 (MH + ). 

HRMS (FAB + ) for C20H32FN4O2 (MH + ): calcd, 379.2509; found, 379.2504. 

mmm 4 3 ] 

[0 19 4] 
Ut 5 0 ] 



H g CN 

(2 s . 4S) - 4 -7JV*P- 1 - r TN- f4- (N-^ >f^7^) gjVjj^V 
Tf->*P T2. 2. 21 ^h-l-^Vl 75 ^1 7WH fcfn U V > ~ 2j Z *jVjj 

~ b U ;v<7>£-)& 
[0 19 5] 

^— X^i 

(2S. 4S) -1- r fN-^> -W^y^^'^-N- T4- (N -^^f^7 
<7) a^jufy^n f2. 2. 21 *?b-l-^JH 7^1 7* ^1 -4- 
7;Vtn^n'Jyy-2-AJV b 12 ^<O^WL 

IdftmtlWKLT, (2S, 4S) -i - L [n-^>v;v^^v*^^-;v-n 
_ [ 4 _ (^y'/HJT^-jV-l-^JV) t^y*^^^^v^ n [2. 2. 2J T 

7-tr^;v] -4--7;v^-nifn';y>-2-^;v^^hU;v ( 

50 0 mg) J5J;^>W5> (15.0 /H) ^-b> (2 S, 4 S) - 1 - [ [N-^ 
^;v:**->#;vtff-;v-N- [4- (n-^W?^) 2/;vtff-;n£v^ n [2. 2 
2] tf-^b-l-'ffl'] T^y] 7-te^JV] -4-7)Vtnii"o«Jy>-2-*^*"- 
b 'J ;v (39.6 mg) £#/c 0 
MS (FAB + ) m/z: 527 (MH + ). 
Rf 0.43 (SfxfJV:^^;-;V=2 0 : 1). 
[0 19 6] 

(7 s 4s) -4-7;v^-p-i- r fN — T4- (N-^> -f-^T5 y) gjvjj^jv 

**«5fcWI*lcLT, (2S, 4S) -1- [ [N-^yy>«y*^^^-N 
_ [ 4 _ (N-^yfjVT?;) Ajwfzjvfy^n [2. 2. 2] b - 1 -< *d 
75 y] - 4 -7;V^-n fcftt U 2 -*/m?^=- b U ^ (37.6 mg) 

(2 S 4S) -4-"7;V^n-l- [ [N- [4- (N-^>f^75/) 
kT->*p [2. 2. 2] * * b - 1 - 4 75 7] 7-fef-;H feTn 'j v 2 - * 
- b 'J ;V (21.4 mg) £#fc 0 
MS (FAB + ) m/z: 393 (MH + ). 

HRMS (FAB + ) for C21H34FN4O2 (MH + ): calcd, 393.2666; found, 393.2633. 

mmm 4 4 1 

2005-3028345 



#M 2004-041407 



^-v : 49/ 



[0 19 7] 
5 1 1 



Kg In 



[0 19 8] 

-7 ;v * n K° p 0 y > - 2 - iJ ;v 1 'J 

(2S, 4S) -i - t [n-^>v;v^v*;^^;v-n 
_ 77- K/yHJ7/-;v-i-^» t ^->*^^^^^ a [2. 2. 2] * 

50.0 mg) *J:U^***T5> (15.0 „ 1) (2S 4 S ) -: 1- [ £ N- ^ 

2 ] J* 7^] 7***] -4-7;HDK"nVyy-2-*^- 

1 'J ;v (42.7 mg) £#fc 0 
MS (FAB + ) m/z: 541 (MH + ) . 

Rf 0.45 mM^*'* 9 ;-^= 2 0 : 1 ). 

[0 19 9] 



( 2 S 4. R ) -4-7^^-P-l- r [Nj= r4- (N-^yJV7^7) 



h4^u T2. 2. 2J EHZIZS fH] Z5±^] K°n^-2-j L2Mj 
HWJ 5 t^If ULt, (2S, 4bJ 1 L Lin ^ ✓ * A 

T-te^;H -4-7;VtDfD'j-r/-2-*M-b , J^ (41.0 mg) 
(2S 4S)-4-7Wn-l- [ [N — [4- (N-^^75 7) 

— h V ;V (24.5 mg) £#fc 0 
MS (FAB + ) m/z: 407 (MH + ). 

HRMS (FAB + ) for C22H36FN4O2 (MH + ) : calcd, 407.2822; found, 407.2794. 

mmm 4 5 ] 

[0 2 0 0] 

m 5 2 ] 



(2S 4S) -4-^;V^n-1- r fN — TA- fN-^7^VT^) *2Ligri| 



[0 2 0 1 ] 



mi£# 2005-3028345 



mm 2004-041407 



^-v : 50/ 



^ !• 15V) U->*^^e-> r [2. 2 2] * 

,1) (2S, 4S) -i 7 [ ■ CN-^^ 

ft** "*V*-N- [4- *;v^;v^v^n [2 2 

h 'J ;v (42.9 mg) &#fco 
MS (FAB + ) m/z: 555 (MH + ). 
Rf 0.45 (WBfeJ^fl')- 
[0 2 0 2] 

_ r 4 _ (N _ A7 «fjV75^) #;v*-~;vtv^n [2. 2. 2] h 1 ^ // 
(2S 4S) -4-7^n-l- [ [N- [4- (N-^T5/) * ;V *7* 

=. h U ;V (22.2 mg) &#fc 0 
MS (FAB + ) m/z: 421 (MH + ). 

HRMS (FAB + ) for GaHssBttfo (MH + ) : calcd, 421.2979; found, 421.3002. 

mmm 4 6 i 

[0 2 0 3 ] 

m 5 3 1 



H q CN 

(2S 1 S) -4-7jV±Pzi^= r rN- [4- (N ^j l^T^) | / MjfLgi 

~ 1 'J 

[0 2 0 4] 



^Miff«iirf77rs, 4S) -1- [ w-r'v^t^T^l 

h 'J ;V (42.4 mg) *#7to 
MS (FAB + ) m/z: 569 (MH + ) • 

Rf o.5o asm*-**-* 0 : 1). 

miE# 2005-3028345 



#11 2004-041407 



51/ 



[0 2 0 5] 

*( I 4 S) -4--7;V^-a - 1 ~ r TN- T4- (N-*»**7 3>0 iJJk^Jt 

Wi5iiii:Lt, (2S, 4S) -l-[[N-^^tJy*M^-N- 
[4- ( N _t^f;v75y) *;v^JHfy^n [2. 2. 2] * y" h - 1 - < JKI 7 
T ^^-;v] _4-7jVtnt°DiJy>'-2-*iV^> , J^ (41.1 mg) ( 
2S 4S) -4-7**n-l- [ [N- [4- (N-t^W?;) 
yy-'n [2. 2. 2] b-l-^V] 7^] 7***] tfD'jy>-2-*^- 

h ij ;i/ (17.2 mg) fc&fco 
MS (FAB + ) m/z: 435 (MH + ). 

HRMS (FAB + ) for C24H40FN4O2 (MH + ): calcd, 435.3135; found, 435.3160. 

mmm 4 7 ] 

[0 2 0 6] 
Ut 5 4 ] 



Or 

(2 S. 4 S) -4-7W-1 - r fN- f 4 . — TN— (4-fc KP*->g~>»P [ 
2 2. 2]^^h-l-^^) T$ frtf-fr^^iru \ 2. 2. 2] 

-'-Qui 7 5 71 7-fef-;H n°n'jyy-2-^ ;v^F'J'^^ 

[0 2 0 7] 

(2S, 4S) -1- r rN-^^yfl^ ^yftJV^-fr-N- f 4 — TN — (4-fcK 
p cfrylfyy-q T2. 2. 21 T< ;l^^^ 'y^P f2. 2^ 

2 1 ^-^h-i-^;vl 7 5 71 7***1 -4-7^ ntfP'jy>-2-^^- 

iiiU^iCLT, (2S, 4S) -1- t [N-^yy^^>*^-^N 
_ [ 4 _ y 7 v*-;v- 1 -^f ;v) t^yA^-JHi'v^ C2. 2. 2 J * 

757] 7***] -4-7JVtnifn'J y"> - 2 - HJ ^ ( 

50 0 mg) ^iIf4-T5ye^n [2. 2. 2] * >- 1 -*-A> (13.5 mg) * 

(2S 4S) -1- [ [N-^^v^^^v^^^-^-N - [4-[N- (4- 
liVn*Vlf->*n [2. 2. 2] h - 1 -4 75;]*^^^^ [2 
2> 2] 757] 7***] -4-7^*ntrnuy>-2-*^ 

jj?— h V ;v (31.2 mg) =gr#^o 
MS (FAB + ) m/z: 581 (MH + ) . 
Rf 0.38 mffli^*'-** S~A'=9 : 1). 
[0 2 0 8] 

(2 S. 4S) -4-7;v^n-l- r FN — [4-TN- ( 4 - b: K g ± v y ? g [ 
2. 2'. 2] ^-^h-l--f^) 7 5 7l^7;V^'-^^v^P [2 - 2. 21 * ? h - 1 
-'-OH 7 5 71 ^D | Jyy-2-^ JV^^'J^i 

£%*I5 hlWI^lcL-C, (2S, 4S) -1- [ [N-*^*******-*"^ 
_ [4_[ N - (4-liFn^ylfyyn [2. 2. 2] h - 1 ->f 7 5 7 ] * ;v 
^;^y^n [2. 2. 2] h - 1 - 4 *] 7^] 7***] -4^7iVtoH 

D'jr/-2-*^f'i;V (28.0 mg) ^<b. (2S, 4S) -4-7**0-1- 

[ [N- [4-[N- (4-tFn^ylfy^n [2. 2. 2] * y- h - 1 - ^ *) 7^ 

ffifiE# 2005-3028345 



SfrM 2004-041407 



^-y : 52/ 



;-}%fl,#-JU}£*s?u [2. 2. 2] T^7] T-te^] fn'jy 

2 - iJ b V * (11. 9 mg) %%fz Q 

MS (FAB + ) m/z: 447 (MH + ) . 

HRMS (FAB + ) for C24H36FN4O3 (MH + ): calcd, 447.2771; found, 447.2798. 

mmm 4 8 ] 



(2s. 4S. r s) -4 -^a-n-i- ttn- u- (N-i-^f^ p^ 

7;;) ^^^»a T2. 2. 21 T^^ikJ 



(2S, 4S. L! S) -1- r rN-^> i£jk£ * v#;V^-*-N- T4 - (N-l 
-^-^;V7°P^*T^ y) ft;v>K.=.;nfy?P f2. 2. 2l tt h-l-Jfr'] 7 ^ y~ 

*Jfc«4i:ra#twLT, (2S, 4S) -1- L [ N — > S> * * * v * ;v^-;v-N 
_ [ 4 _ (^^/HJ7v-;v-l-^;v) t^y*^^-^vfv^ n [2. 2. 2] * 
^^_ X _^;V] 75;] r-t^;v] -4-7^tntfn'Jy>-2-*;V h V * ( 
350.0 mg) *3J:tfl (S) -^^;V7°ntf;l/T5 > (80.0 ^ 1) (2S, 4S, 1 

» S ) _ x _ [ [n-^> v;v*^v^;v^-;v-N- [4- (N — 1 — ;* -f- ;v "7° n tf ;v 
T5>0 ^V^lVtfy^D [2. 2. 2] h - 1 - 4 75^] 7^*1 -4 

-7)l/tn tfn y v y- 2 h U ;v (296.9 mg) 

MS (FAB + ) m/z: 513 (MH + ). 

Rf o.38 mm^-^^-^ 9 S-fr= 2 0 *. 1 ). 



(2S. 4S, 1' S) -4-7;V*p- 1 - r TN- T4- (N-l-^^^^Pbf* 
T^7) 3»;V7K^*ey^n T2. 2. 21 * ? h - 1 - 4 >H 7 5^1 7jfe±jk] 

mmm5tmmi-L-c> (2 s, 4 s, 1' s) -1- [ ln-^v^v**^^ 

^ ;]/ _ N _ [4_ (n— 1 -y f;V7°n tf;VT5 y* ) # v ;7 n [2. 2. 21 

75;] r-fe^JV] - 4 --7;v*n tfn'J v >- 2 h 'J * 

(294.0 mg) *<b, (2S, 4S, 1* S) - 4 - 7**n- 1 - [ [N- [4 — (N — 
x -tf-fr-fu Mfry\ 7) *JV^;Vh"yyn [2. 2. 2] — 1— ^fJ^J 7 ^ 

7] t°D'Jyy-2-*^#-f , );V (172.4 mg) fc#7to 

MS (FAB + ) m/z: 379 (MH + ). 

HRMS (FAB + ) for C20H32FN4O2 (MH + ) : calcd, 379.2509; found, 379.2469. 

mmm 4 9 ] 



[0 2 0 9] 
[ft5 5] 




[0 2 10] 



[0211] 



[0 2 12] 



2005-3028345 



#H 2004-041407 



^-v: 53/ 



m 5 6 ] 

Me, 



Me^"" 



H 8 CN 

[0 2 13] 

xtttt; ; , stist: i FTq a q — 1 — r r N — ^ y v ;v ~t ^ v * ^ * — ;v — N 
_ ( ^/h;t^-;v-i-^;v) ^->*)H^Ky^ [2. 2. 2] * 

350.0 mg) SJtfl (R) ->Wnm5> AT (80 -?/ 1} **\ SIV^l 

7 ";) ft^Vtf^n [2. 2. 2] > - 1 ->f *] T^] T***] -4 
_-7;v^-n tin U v>- 2 h V ^ (292.4 mg) £#fc 0 

MS (FAB + ) m/z: 513 (MH + ). 
Rf 0.38 (^^^^^^-^=2 0 I 1). 
[0 2 14] 

rs /i Hsl^ii EE 2. 2 i ** fTZ] twE Eh: 

~;v-N- [4- (N-l-^^n^T^) ^ n J 2 ■ 2- 2 J 

(290 Omg) (2S. 4S, 1' R) " 4 -7** n -. 1 - [ [N - [4 - (N- 

l-^^n^75;) *;v^;v^>^n [2. 2. 2] h - 1 - 4 7^ 
/] T-fef"^] E'n'Jy>-2-*;V'f-H^V (158.3 mg) £#fco 
MS (FAB + ) m/z: 379 (MH + ). 

HRMS (FAB + ) for C20H32FN4O2 (MH + ): calcd, 379.2509; found, 379.2477. 

mmm 5 0 ] 

[0 2 15] 

m 5 7 ] 



1 — . 

H M CN 



(2S 4S) -a--7H^p-1 - r fN — r 4 — TN — (-f-T-/-;v-2--f;v) T 

y y - 2 - ft ^ *~ h li 

77T 4S ) -1- [ [N- (4-*;V***->tf->* n t2. 2. 2] 

Uf^] -4-7;VtnfnVv>-2-*^Pi^ (30.0 mg) 

ffi=E#2 005-3028345 



#11 2004-041407 



: 54/ 



J3 X&l -fc Fn^v^y Vh V 7V-^^N, N-y7f JV*)^75F (1.0 ml) £ 
*#L-C 2-75/f77-^ (18.6 mg) i3J:^l- (3-y^W5^nt> 
) -3-xfjW^n« (53.4 rag) *inx.^^ MT?15l*M*Wbfco 

^ y _ ;v=9 : i) i;^«ILT, (2 S, 4 S) -4-7**n-l- [ [N- C 
4_ [N _ (f - 7 y_;v- 2 -^;V) 75;]*^W?a [2. 2. 2] 
l-^;v] 7§;] y-fef-JV] tfn 'J 2 -*;V^- h V ^ (17.4 mg) SrWfco 

MS (FAB + ) m/z: 406 (MH + ) . 

HRMS (FAB + ) for Ci 9 H 2 5 FN 5 0 2 S (MH + ) : calcd, 406.1713; found, 406.1695. 

mmm 5 1 1 

[0 2 16] 

Mb 5 8] 



H 8 CN . . 

(2S /1 O - /L-7^^-u-l- r TN- U-fN - ( 4 --7;V^n7 J .-;v) 7 

y y - 2 - ft Jw-EF- i r n _ . . . . 

4 S) - 1 - [ [N- (4-*)V*^ye'y^n [ 2 . 2 . 2 ] * 9 b - 1 - 
>f/U) 7V] T**-*] -4-7Mnfo'jy>-2-*M'^'J^ (30.0 mg) 
J3j;U f l-tKo^y^>y'> , J7y*-JV^N, N-^fWA7U' (1.0ml) k 
M U SMfrT-Cl- (3-^^73- y^ni±°;iO -3-xfiV*^y^FI 
(53^4 mg) 4riJnx.7tm. S^k#^LTlB#F«^b/io ^t4-7^n7-'J 
> 17.8* „1) *t n £T2^F^#L/, 0 «^«M*L^^«*«/ D 7> 
^7^ (SW:y^n^>:^^^4 : 1) , (2S 

4S) _ 4 -^;V^n-l- [ [N — [4-[N- ( 4 -y;V*ny^~;V) 7*^]* 
W^;vtfv*n [2. 2. 2] h - 1 -4 *] 757] 7-t^H ^'JyV-2 

h >J ;V (14.6 mg) 'SrWfeo 
MS (FAB + ) m/z: 417 (MH + ) . 

HRMS (FAB + ) for C22H 2 7F 2 N40 2 (MH + ): calcd, 417.2102; found, 417.2078. 

imm 5 2 1 

[0 2 17] 
[It 5 9] 

H 8 CN . 

(2S 4 <^ r FN — f 4 — FN — (2-7p^ -*) 7^1* 

,y^^y^ T2. 2. 21 EHZHI^] ^ 7 l 7W lTp'jy>-2 

«5 1^»:U, (2S, 4S) -1- [ [N- ( 4 - * ***** v [ 
2 2 2 ] y-i-J JV) 75;] 7-bf-^] -4-7)VtntD'Jy/-2-» 

(30.0 mg) i3 J: tfT U ^7 5 > (14.0 ^ 1) (2S, 4S) -4- 

7**n-l- C [N — [4-[N- (2-7>n^~;V) 7 5^]*^-^^ D 2 
2. 21 ^r-l-^OV] 75;] 7-te^H trnV^>-2-*^#-hU^ (15 

.7 mg) £#fc 0 

MS (FAB + ) m/z: 363 (MH + ). 

miE# 2005-3028345 



4f M 2004-041407 



^-v: 55/ 



HRMS (FAB + ) for Ci9H 28 FN4 02 (MH + ): calcd, 363.2196; found, 363.2172. 

mnm 5 3 ] 

[0 2 18] 
lit 6 0] 




CN 

, , , , 3 o - r FN— [ 4 — TN — 

7yy^nAVfjV-3-^^ T^yl^^ ^^^tfv^P T2. 2. 2] 

[0 2 19] 

(2S 4S 3' S) -1- [ fN-^ y;V^^v^^^-JV- U-fN- (2-, 

tt-w'- ] -W ^n^^-;v-3-^;v) 7 s;l^v^^:y-^ T2. 2. 2 

2k HSi3«#^LT. (2S, 4S) -i - t tN-^>v;v^^;v^;v- 
N _ r 4 _ u^ /Hj7 y-iv-i-^v) ^*->#^*~^vyn [2. 2. 2] 

(50.0 mg) *XV (S)-5-7^-e-^n?^A«W 18.6 m*) (2 
S 4S 3' S) -1- L [N-^O"^^^*^*^*-^ - L4-[N- (2-^^r 
v '_l_' 7 ty^nA^f;v-3-^V) 75 y]*^-)Hf->^n [2. 2. 2] * 

30.3 mg) &#fco 
MS (FAB + ) m/z: 568 (MH + ) . 
Rf 0.38 mW.^^-* 5 I 1). 

[0 2 2 0] 

^i^ S 4 S .V S) -4-7fr*P-l- r rN ~ r 4 — TN — 

T ^-vVp^ W;v-3--f ^) fTTj^li^^g r 2 - 2 - 21 

Hil^5 tRtt^tt> (2S, 4 b, d bj J. L Li n ,i*, ly -F- 
[ 4 -[N- (2-^^V-l-T^v^n^^;V-3-^;V) T * ^l***- 

y>-2-*M^');V (28.2 mg) (2S, 4S, 3' S) 

i _ r TN- T4-[N- (2 -**V- 1 -T^i"* n^7°?-;V- 3 - >f >W 7^J# 
[2 2. 2] **h-l--f*J T^] 7***3 ^^,-2 
-*JV^b'J;V (13.0 mg) fc&fco 
MS (FAB + ) m/z: 434 (MH + ). 

HRMS (FAB + ) for C 22 H 3 3FN 5 03 (MH + ): calcd, 434.2567; found, 434.2566. 

mum 5 4 ] 

[0 2 2 1 ] 

m 6 1 1 

EtQ 2 c o 



ft|E# 2005-3028345 




#11 2004-041407 



^-v?: 56/ 



(2 8 4 S T S) -4-7^P-l- E fN- r 4 — TN — ( 1 -^h^i^jV 
^-fr- 2 -7* T^I^V^e^P \2. 2. 2] * » b - 1 -. 
y^yl T-bf-;vl ^n')yV-2-^JV^->'^^^ 
[0 2 2 2 ] 

(2S 4S sj -1- £ rN-^V^^t^rV*^^-^ - T4-[N- (1- 

-5S«13fcRI*fcL-t\ (2S,4S)-l-[ ^T^T^tS^^f"?! - 
(50.0 mg) ^^L-7x^T7,>xf;vx,f«i (26.0 mg) (2S 

7c J. s) -l- L [n-^*********-*- [4-[N- (l-*^ 

• v J^_2_ 7l -^xf^) 75/]*M-Ky^ [2. 2. 2] 
mg) 

MS (FAB + ) m/z: 633 (MH + ). 
Rf 0.48 (WpWL^ ^) . 
[ 0 2 2 3 ] 

IT s 8 4S, T S) - i- F TN- T4- rN- (i-^h^^v*-;V-2--7 
TSyl^V^^^P T2. 2 . 2 1 h-1 -4*1 73^] 

-A-7) ViDen'Jy>-2-^ b U JKE^Jft 

^ifeffl 5 EMfcU t c , ( 2 b , 4 b , 6 t>) ± \ ,x Jt-ii 

[4-[N- (l-ib*****-*^-?*-****) 7^]***-* 

trWn [ 2 2 2] **b-i->f*] y^y] 7***] -4-7^^ y 

>-2-*^-l«'J* (53.0 mg) (2S, 4S,3'S)-l-[ EN — 4 

-TN- M-*h^^**#->u-2-7*-^^) 75;]*^n^n [ 
2. 2. 2] t^-i-^H T^y] 7***] -4-7**ntrnyy>-2-* 

> i; ;V (16.0 mg) &#fco 
MS (FAB + ) m/z: 499 (MH + ) . or7on 
HRMS (FAB + ) for C 27 H3 6 FN404 (MH + ) : calcd, 499.2721; found, 499.2729. 

mnm 5 5 ] 

[0 2 2 4 ] 
Ut 6 2 ] 

EtQ 2 C 



Of - 

H o CN 

(2 S 4S) -4-y;v^n-1- r FN — U-TN- (4-xf^y^Wf^H 

c^ r7 T r9 9. 9.i **\>-\-<<m 7^i^v ^> ^ r 2 . 2 . 2i a . 

[0 2 2 5] 

T2. 2. 21 in-l-^Vl 7^71 y-fe^JVl -4 -7HPHP'Jy/-2- 

mfE# 2005-3028345 



#11 2004-041407 



: 57/ 



*JfrW4fcRI»fcL-<\ (2S, 4S) -1- [ [N^>y^^y^^-^-N 

_ [ 4 _ i> i; 7 v'-;v- i --f ;v) t*y*;v#-^^v^ a 12. 2. 2j * 

^ h _!_^ ;V/ ] 7 ;;] r-fe^;V] - 4 - 7 u tf n V y > - 2 - * Y 'J * ( 

50.0 mg) fim-T^^n [2. 2. 2] * ^-l-******** (22 

3mg)^ (2S, 4S) -1- [ [N-^^^y*^V-N- 4-[N 
_ (4-:th*~>*jl/#-/nf~>*n [2. 2. 2] *7 h- 1 7^]*^* 
^K-y^n [2. 2. 2] h-l-^] T?;] T-fe^;v] -4-7;v*ui±n 

iJyy-2-* h V ^ (40. 7 mg) £#fco 

MS (FAB + ) m/z: 637 (MH + ) . 
Rf 0.40 (ftBftJ-^-^)- 
[ 0 2 2 6 ] 

(2S. 4 S) -4-7^^n-1 - [ rN- r 4 — TN — ( 4 — 3r y g jMj If 
z/?u'\2. 2. 21 a-^h-l-^) 7S;U^;^V^P f2. 2. 2] j 

mnmstmm^Lx, (2s, 4s)-i-[ w-«>i?»***s*A>#^*>-i* 

_ [4 _[ N _ ( 4 -jch^v^;VjK-;vtf->^n [2. 2. 2] h - 1 - < >W T 
^y]^;V^^;Vlfv^n [2. 2. 2] h - 1 ->f 7^] 7-b^V] ~4- 

7;Vtnfn'Jy>-2-*;V^HJ;V (38.7 mg) (2S, 4S) -4-7;v 

;e - n _ 1 _ [ [ N _ [4_[ N _ (4-^.hdf->*;V^"^^v^ n [2. 2. 2] 

7 5;]A^r.;Vt*y^n [2. 2. 2] tf-^h-l-^] 7 5/] 
7-b^;V] (22.3 mg) ^#/Co 

MS (FAB + ) m/z: 503 (MH + ) . 

HRMS (FAB + ) for C27H40FN4O4 (MH + ): calcd, 503.3034; found, 503.3080. 

mnw 5 6 ] 

[0 2 2 7] 
m 6 3 ] 

(2 s 4 s) -4-7;va-p-i- r rN- r 4 - f4 - l^hj v>- i ^) ^° 
fvn/j H°n ij y 2 - b u jkp£-j£ 

[0 2 2 8] 

IS 

(2S. 4S) -1- T [N-^^'W^y^M^-N- f 4 — T 4 — (^'Jy 
z/ - 1 -s[n,) tf^'j v ^-i-^;v]fl;v#'~;vH'yy-P T2. 2 - 21 ^b-l-^ 
jV] 75 71 7-b-^^l - 4 --7;v^-n £°n ]) y >- 2 h U /j/£>^K 

IIWJ4 tlWKLT, (2S, 4S) -1- [ [N-^^***^***-*"*; 
_ [ 4 _ ^ v >/hU7v , -;v-i-'f^ ^^->*;v^-;vev^n [2. 2. 2] * 
75/] 7-fe^-;v] - 4 - 7;vtn tf n y y y - 2 - - h V ;v ( 

50 0 mg) i5 XV A- (tf^U 1 ^) tf^U'^> (22.0 mg) (2S, 4 

s j [ [ N -^yyjvtJry*JV^-^-N- [4 -[4- ( tf ^ V v > - 1 - 4 

)V) fcf^V y y - 1 - ;V ] * ;i/ - ;v e y ^ n [2. 2. 2] * * h - 1 - W ^3 757 
] 7-t^;V] - 4 - 7;Vtn!in'J y >- 2 - 1> 'J JV (44.9 mg) £#7c 0 

MS (FAB + ) m/z: 608 (MH + ) . 

HRMS (FAB + ) for C34H47FN5O4 (MH + ) : calcd, 608.3612; found, 608.3583. 
[0 2 2 9] 

ailiE# 2005-3028345 



#11 2004-041407 



^-v: 58/ 



*(7 S S 4 S ) -4-7KD-1- r TN- U -U- (t^Ov^-l-^) * 

aW^iCU, (2S. 4S) -1- [ CN-^^v^f '>*^*^- N 

2 2] T-fe^;V] -4-7^tnii'n'jy>-2-*;V 

(44.9 mg) (2S, 4S) - 4 -7**n- 1 - ^ [N ^ [4 Q -[4- 

(tf^V 1 ->fJU) tf^U ^_i-^;v]#;v*^;l/l£v*n [2. 2. 2] 

75;] trni;y>-2-*^^-bV^ (15.5 mg) 

MS (FAB + ) m/z: 474 (MH + ). 

HRMS (FAB + ) for C 25 H4iFN5 0 2 (MH + ) : calcd, 474.3244; found, 474.3234. 

mmm 5 7 1 

[0 2 3 0] 



H 8 CN 

(2 S 4 S) -4-7;V*P-l~ r f N - r 4 — TN — (4-* ^~>^^) 7 

«#0 5 1fclWI«^LT, (2S, 4S) -1- [ CN- ( 4 7*^^ V o n J 

;v'^-'hi;;V (30.0mg) £ X 4 - J* h * V 7 * - 'J > (22.9mg) (2S 
4S) _ 4 _^;v^n-l - [ [N— [4-[N- (4-* h*^^-*) 7*^]* 
;^U^n [2. 2. 2] **h-l->f*] 7^] *pVS»-2 
- # ;VjK- 1 U ^ (19. 7 mg) &#7^o 
MS (FAB + ) m/z: 429 (MH + ) • 

HRMS (FAB + ) for C23H30FN4O3 (MH + ) : calcd, 429.2302; found, 429.2330. 

immm 5 8 ] 

[0 2 3 1 ] 
lit 6 8 ] 



Or - 

H o CN 

f9.R. 4S) -4 - "7^P-l- [ rN- r 4 — TN — L4^j^±H2L^2 

; H p i) v > - 2 - ij jv > 0 Jkp^& 

(2 S 4 S) - 1 - [ [N— (4 -#/l/*?*S'lf->*n [2. 2. 2] h - 1 - 
-f;v) 7 - - 4 - 7 ;H n t° n 'J y > - 2 - * ;v # - b 'i ;V (30.0 mg) 

J3 ± tf 1 - t K n * v > 7 bVT^tN, N-^f^^T^j 1 . 0 ml ) £ 
jfULt, Wei - (3-^W5^n^) -3-xf;V*^y^l>I 
*tt (53.4 mg) ISi:^LtlWWU:o 4 - h 0 7;V *u > 

(23.0 Ail) ttitl2«#L/:o WWt'Jv/ ( 

mSE# 2005-3028345 



II 2 0 0 4 - 0 4 1 4 0 7 : 59/ 

11.3 m) ^0^2 4*m»*Lfc. ^^*^^^^ U 7 2 Y 

Is) -4-^?n--i- [ [N — [4-[N- <*-*V*?^S*£ftfn 

ij y y- 2 - * > 'J ^ (10. 1 mg) $:&tz 0 

MS (FAB + ) m/z: 467 (MH + ). 

HRMS (FAB + ) for C23H 2 7F 4 N40 2 (MH + ): calcd, 467.2070; found, 467.2051. 

mmm 5 9 i 

[0 2 3 2] 
[ft 6 9] 



H A CN 



[0 2 3 3] 

lllAV^U^u 12. 2. 2 1 W ;v| y^l t^^I - 

i-7jvtnifD'j y y-2-iJ fort- h ]) )±#2£M 
»4^ita t, ( 2S , 4S) -1- I ^-^r^tn^r^p^r? 

_ f4- (^>V>UTV-^-l-'f^) tt'>*^^tyjrn [2. 2. 2] * 
50 0 mg) S J: #7 > (17.1 mg) (2S. 4S) -1- [ [N-^v 

— h V ;v (38.2 mg) Sr^fco 

MS (FAB + ) m/z: 591 (MH + ). 

Rf 0.30 (St J-f^:^^t> = 4 : l). 

[0 2 3 4] 

*(7 s ^ 4 S ) -*-7**n-i - r TN- [4_ z fN-7fv>W^) ^ 

- il^pr 2 . 2 »i TEyZaUm q2j 7 ***1 jjH^ZIZ* 

■ «i« 5 iB»^ (2s, 4S) -i - L [ rTrr?r±*T i-* 

jul T-yl 7-fe^H -4-7**nlfni; ^- 2 -*^>'J«' (36.2 mg) * 
6 (2 4S) -4-7;Vtn-l- [ [N— [4- (N-7^>W57) » 
tWle4n [2. 2. 2] **h-l->f*] 7^1 T* + »1 ^Uv>-2 

h i; ;V (17.4 mg) 
MS (FAB + ) m/z: 457 (MH + ). 

HRMS (FAB + ) for C26H38FN4O2 (MH + ) : calcd, 457.2979; found, 457.2990. 

[HJfcffl 6 0 ] 
[0 2 3 5] 



miE# 2005-3028345 



mm 2004-041407 



^-v: 60/ 



[ft 7 0] 




(2 S, IS) -*--7**p-1- r TN- f4- -xf^n^n;) 

2 — ft ;V^'— V 'J 
[0 2 3 6] 

«,n /] — -7 ib^-n V° D ') y ^ — 2 -ft V U A<<D&1& 

.f^K75 F (0.8ml) i:«L, *» T"C 1- 3 -v * 7 * ' 
+. ♦MTl-xf^nWr/ (13.2 ^1) ^jjnxTl 7B#F^m#L/c 0 

f9 c ac) _i - [ [N-^>y>t J fy*»'*-^-N- [4- (N l ^-r 
VynlVr'/) »*^^^n [2. 2. 2] **h-l-^] T^l 7* 
^ ;V ] _ 4 2 -ft;V^~ h U * (46.0 mg) Srfrfco 

MS (FAB + ) m/z: 527 (MH + ) . 
Rf 0.33 (ftSiif^). 
[0 2 3 7] 

*lf g 4S) -A--7;v^n-l- r FN- U- (N- 1 -^Wp gjvj, LZi- 
iWMi^ (2S. 4S) -1- [ [N-^S^Mv*** *-N 

\ A (9* AS) -4--7>u*n-l- [ [N — [4- (N-l-xWnt 
S T5 ;) * ******** 12. 2. 2] ^h-l-^Vl T,,] 7*^1 ^ 
o'Jyy-2-* **~~ h U * (22. 5 mg) £#fco 
MS (FAB + ) m/z: 393 (MH + ). 

HRMS (FAB + ) for C21H34FN4O2 (MH + ): calcd, 393.2666; found, 393.2670. 
*e*"C*>*H-G 1 y-P r o-AMC 7-7^/-4-^^-^'J ^) 
[0 2 3 9] 

^96^V->tlv^ 8Mf Lf.At 2 0 , L i:{^f ^» 

m«E# 2005-3028345 



mm 2004-041407 



: 61/ 



S*fc*Wifc (2 5mmo l/L 140 mm o 1 / L > 'J^ 1 % 

0 /i L^llDLlfit5«ILf:t, 0. 1 mm o 1 /L OH - G 1 y - P r o A 



V-F')-^^t 3 5 5 nm«^/:i©4 6 0 nm©S®««€L/: 

»e > tLfc«t*^fe5 0%ia#*aE(ic5 0«)*y'JXA3. 02 (^7^f v? 



[0 2 4 0] 
1^1] 








I C 5 0 (nmol/L) 


1 


0 . 8 9 


^J£09 8 


0 . 8 3 


1 6 


0 . 0 8 2 


HM^J 5 2 


0 . 0 5 7 


fc-&#jA 


3.3 



^fn^y-l-TfvyfJV) 75^] 7-bf 
■2 3 7 ) 



ik^A : (2 s) - 1 - [ [ (3 
;V] -2-v7/tiD , Jy> (LAF 

0 3% * * * A*tfflV»TflS«* 0 1 m g/m 

[0 2 4 2] 
[*2] 
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